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(57) Abstract 

CETP activity inhitors containing as the active ingredient 
compounds represented by general formula (I), prodrug 
compounds thereof, pharmaceutical^ acceptable salts thereof, or 
hydrates or solvates of these, (wherein R represents linear or 
branched alkyl, linear or branched alkenyl, lower haloalkyl, 
optionally substitued cycloalkyl, optionally substituted 
cycloalkenyl, optionally substituted cycloalkylalkyl, optionally 
substitued aryl or optionally substituted heterocycle; X, , X 2 , X 3 
and X 4 may be the same or different from each other and each 
represents hydrogen, halogeno, lower alkyl, lower haloalkyl, lower 
alkoxy, cyano, nitro, acyl or aryl; Y represents -CO- or -S0 2 -; and 
Z represents hydrogen or a mercapto-protective group). The 
compounds represented by general formula (I) are expected to be 
useful as preventives or remedies of a novel type for 
arteriosclerosis or hyperlipemia, since they can selectively inhibit 
the CETP activity to thereby increase HDL and, at the same time, 
decrease LDL. 
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! -7-fe^;ut:^U y>-4-f-**;i/#>« S- [2- [l- (2-x^ 
7>;u) J/^DA^>jj;^r;i/7^] 7i-ji/] x7^;u ; 



WO 98/35937 PCT/JP98/00542 



20 



S- [2- [1- (2-if;W;i/) */*7W\*V>i3)\/i£=.)\,7 
2, 2 -^/f;i/ft7D^>j| S- [2- [1- (2-3i^;i/7'^;U) v 
* Y*is?-*Bm S- [2- [1- ( 2-^3-)l73-)l) i/9w\*Vytt)\> 
2-th'D+i/-2-/f-;W7 , DW>i S- [2- [1- (2-^^;u 
4-7Dn7iyJrm« S- [2 - [1- (2-x.?)l7?-)i) >>?d 

4-7nD7i;^m« S- [2- (l--fV7fJl/y7DA^>* 
1 -^-bf-;i/t'^'J S>>-4 -^**>Ktf>m S- [2- (1-^77^^ 

fr*>&£g|J: r>Mfcfft£±gE (1) §efs<7Mb£tk ^o/d y Pitted 
CETPrSM^Jo 

(6) ±13 (1) 75M (5) IBiBtfMb'&tk K^y^b£^> ^OSM 

(?) ±13 (1) 7iM (5) ^<D7*d l«7<^ft^!j, 

( 8 ) -jfta ( I - 2 ) 



WO 98/35937 



PCT/JP98/00542 



21 




O 

U 



(1-2) 




R' tt 

g&^nr^Tfc «u^c 3 -io'>£ n:^;b*;i/fixtt 
x.s x 2 , x 3 * x 4 {i^n^n±iB ( i ) hPicr-fc^ 

Z.' li 



R' , Xu X«> XiJ$LtfX<\±%ti?tiwim<Dt& ; 

- Y i R i dCT% Yi»VR.tt*n^ix±§2 (3) £ PI D T* & £ ) Xfcfc 
-S-Ri (ZZT\ Ritt±8B (3) fc|5|l;T-&6) 

( 9 ) HK5£ ( I - 3 ) 



O 



HN 




WO 98/35937 



PCT/JP98/00542 



22 




(1-3) 




R' * (± 

1 - RSI- C 3 -.o^^ D7;i/^;i/SXtt 

X.s X 2s Xa^ X,(±^n^ia±IB (1) tmv-z&t), 

Z , ' * fct 

TkJRJS^ ; 



(S4\ R' ' , X.s X 2 . X3St>"X 4 (i^n^tiHuH3©i:^0T*$>2)) ; 
-Y,R, (C1^T"> Y,&t>*R .(i^ft^ftJtlB (3) i:(BjDT-$)-g>) X(2 
-S-R 2 (u^T\ R2(i±IB (3) tmtT'&&) T*&£] 
TH£ftS±f3 (8) HBSg^-fb^r^. ^07Dh'77TOs f©gl±!^ 

( 1 0) -Jft5t (II) 



O 




WO 98/35937 PCT/JP98/00542 



23 



0 

.X 



o 



NH 






HN 


















X3 






x 3 



(II) 



(5$4u R ' > Xu X ^ ^ X3^VX4(i^n^fi±IB (8) £I^UT-&3) 
(11) (II- 1) 

1 



(II- 1 ) 



NH 

> 






HN 


R" 


X3 






X3 


^X 2 



R ' ' s Xu X 2 , XaSU c X 4 t±*n j E f n±gB (9) fcl^lDT'&S) 



(12) -*K (HO 



FT NH 



SH 




(III) 



WO 98/35937 



PCT/JP98/00542 



24 



( 1 3) -ft&ft (III- 1) 



(i£fk R ' ' % X u X 2s X3&tFX4ti^2a^ft±iE (9) fcPO CT&5) 
T*H£ft£±!a (9) mm<Dib<&^ *<D7u K^y^b^K ^OE^frg 

(14) HKsC (IV) 



(it*. R' N Xk X 2 > X 3 , X<, Y I &VRi(i^n j pn±I3 (8) fcH&T 

x-gt£ft5±§e ( 8 ) iB»<zMb£tu ^©ro^ ^fb^, ^©gM±s^^ 

(15) -jfi^C (IV- 1) 



o 



NH 





WO 98/35937 



PCT/JP98/00542 



25 



O 

..A 



R"" NH 



X, 




S-Y,Ri 



(IV- 1) 



x 2 ' y 
x 3 



(st^k R ' ' n Xk X 2 > Xas Y<MR.Ii^n^±I3 (9) hlUD 



( 1 6) -J&iS (V) 



o 

.A 



FT NH 

X,^ A. .s-s 




R 2 (V) 



^t" X4 

x 3 



(iStk R' x X., X*. Xas X4&tfR 2 &^*i^ft±BE (8) t. IrI D"C$> 5 ) 
T-H£ft5±ie (8) IBfjtfMb^tk ^orDF^^Ib^ ZCDMMt&g 



(17) (V-1) 



o 



R"' NH 
X,\ ^ ^S-S 




(V-i) 



X2' y X4 
x 3 



WO 98/35937 



PCT/JP98/00542 



26 

R ' ' > X. N X 2 , X 3% X4MR»tt ; tn?n.U2 (9) fcraiiT?** 

) 

(18) t'7- [2- ( 1 - ? n^*y>-ti )\s-tf=.)lT I / ) 7x-;i/ 

] ^7;U7 O; 

[2- ( 1 ->f v^>f-;i/->^ d^>^ >*;i/#-;U7^>) 7ix;i/] 

£7.- [2- (l--f V^>f;i'y^DA^>^;i/t;-Jl/7U) 7x-;u] 
yx;i/7 -f h* ; 

N- (2-/;i/A7h7iz;|/) - 1 - ^ v^>f ^y^DAJp^>^j|/*>-!t 
- K • 

n- (2-^M7h7i-;i/) - l -^f-;i/*>7 D^-y-yft;!/**-^ k ; 

N- (2-^M7f7i-;b) - 1 -^ V^>^;i^>£ D^.>£ 
N- (2-/;i/*7h7xr;y) - 1 - ^f v7Dh>y^D^>*;i/^^r^ 
N- (4, 5-y'7DD-2-^;i/*7h7xz;i/) - V^>f ;k>^D 
N- (4, 5-y7DP-2-/;i/*7"h7i^l/) -l->fV^>f^y7D 
N- (2-^;i/*7h-5-^^7i-;i/) -l--fV^>fjl/y7D^1f 
N- (2-^M7h-4-^fil/7i-Jl/) -l-^V^>Wy7D^ 

f-tfiftiS s- [2- ( l -4 ^^y^-)u^^n^vyti)^-)i7^ y) 7 



WO 98/35937 PCT/JP98/00542 

27 

2, 2-^XWt7 , n^>H S- [2- ( 1 -^^;bv^P-\^r1t>* 

2, 2 -v/^;i/f-^7*D^y}->pig s- [2 - (l-fv^>f;i/y^n^ 
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f-;frfifr8? S- [2- ( l --f v^>fji/y7 ns\*y->t))itf-)iT % y ) - 
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1 - ( 2 -^^n^>f;i/xf;i/) - 2 P^-fe -;uj£, l-(2 
- y^D^>f;i/xf^) - 3 -i>^ P^\^r-b -;i/3|t N 1- ( 2 - f> 7 
il/xf;v) - 2 P^\^rHz 1- (2-y^D^yjlxf^) -3 

-^^p/\^-fexi;bSr-$>5o liilill: UTm:#*U<ttlSaxtt#«JK 

7k«JS, aS-fbTfcfcliWsU Milk fiflM, g*gftttL 

tiL U>pM, *x>g?JS N ^clfii^ 'WMlSu 773ii,t>fe f- 

■;f-;ntJ& 2-7-bKy^it^ -p^>ra, -fvrn^>iin© 
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Hie, «fcOJ**WCili^S«c<b^ -HftsS (I) fcfcW-SRfcUTttl --TV 
V^>^;bv^o^drv;bffi^\ YfcLTtt-CO-^ Xi, X 2 , Xs&VX. 

«#k mmrn, ffimrn. gjesk umu mmm, %itm. ->mm, ?m 
m> *mm, s&nfcflk mmmm. zcDmcomimL &i*mz&Au & 

&ut»k a#k ra#k »k i£#»k &mm. mm. ^r^'mu 

fc J: ?) « □ X fc* * SI □ W 1 1»4 r £ d £ A*T- $ £ • 

tfg U# S ffifcJu C E T P fStt & PIS U , flSllJfllffiSVttlRffi'fbtt^Jfe^© C E 
■5 & *f ®tt * § © £ f 5 C h A*T- £ S „ 
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□t> (I) £ 1~ 1 0 0 Omg, ^1^5 0mg~8 0 Omg^g-ITSO^ 
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(xai) 

fc&t) (II- 2) (iWs R^ Xu Xu X:k X.&?/Y&ij<jjii2<7^£t)X& 

§) &u {k&'Vn (vi) (jSfk Xu x,, Xi&ifx<mm(Dt&>)X"$)Z>) t 

it-SVJ) (XII) (i£fK X(i/NPy>j&-fT*& *X R&t>'Y(iifij^t&DT*&£ 

i&T-zRi&z -t* s ci ^ £ o £j£-r s z t we * § o 

lb£t) ( 1 1 1 - 2 ) ttTffixffi 2 £ J: 0 <b£$i ( 1 1 - 2 ) to h Z>zt 1$~e 

(XH2) 

<b^tJ (III- 2) (^4>> R> Xu Xu X 3 > X^tfYttiiujffiOfcfcD-C* 

S) (i> -fb^rt) (II- 2) (5t4> R, X,, Xu X 3 , XiSVYiiHuM©^* 

-;iu x*y — ;b N x— x;K rh7kFP77>, y-fV7"PK 

;i,x— WKyi^x h;i/x> N 7-trF>, ftBM?®??*! 

fb^tl (11-2) Xttft^tt (IV- 2) fcJu T33Xg3Xt±xe4C«fc 
D<bl%t) (III- 2) i»f,^t5Ct*f§5o 
(XH3) 

ib^J (II- 2) (5$*k R^ Xu Xu X.is X<&U f Yte«<D^£^X& 
5) «u fb^rt) (III- 2) (5£cK R, Xu Xu X:u X-XtfYtttifftafcii 
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(X«4) 

fls£*I (IV- 2) (j£4\ r s r k x.s X 2 , X 3 , X.i, Y&tfY.liiluiiliC!) 
hS^TifeS) fciu (III- 2) (x^K R, Xu X., X:k X^VYti 

3uji©i:*5 0-efta) «A7^ FRi-YX (xC4>, Rk XXtfYttiwiiBfl!)*: 
fcST&SK -f hR.-NY (it4\ R .SVYttiluxEOti} 5 T"& 

5) > mm^"7<< b'R.-O-YX (i^K Ru XSt>*Y(ijjuiiliCDt*5 0T'$)-2) 
) Xttf-*&»M-5-f KRi-S-YX (st^K R.s XaVYttflifiECiiiitJTf 

&3) 1 1 -x^;u- 3 - ( 3-is*?-)],7 $ J 7*d ft^**^ ^.'i 
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cct, <b^% (iv- 2) <fb£ti (in- 2) s*«raifca<, Ji§ax 

IS 2 XttTflflxe 7 ft L < ttTSBXfi 1 0 &fTo feclttlfi! 4 £fr& o T 
fb£t) ( V - 2 ) fctTPdXfl 5 Xt±X« 5 ' CtO &fi£-f £ d £: #T* § 

5o cdT% xa5ft!Tv , f{c:R 2 *«i^^tiTV>-r*j«J:^fgM7^= J F-^T*$>?)i:# 

cafjSrc&tK yss' ttft£R«jbq^3ftTv>T*«u^u-;b£T**-fc* 

( Xfi 5 ) 

fb^ti (v-2) (iS^ r, R2, Xu Xi, x.k xvatrYttHJiE©^*?) 

T*&£) fc*. R 2 -X (iC4\ RiarJfXt±i«lj4Oi:*0T»S) 

ft &iST7}£AuaTT£JftSttfciSiftfc^ fb£«S (III- 2) ( 

it<4\ R N Xu X 2x X.k X 4 &UfYliyuiEofc*Dlf*a) SV^kKft^ h U 
An *«fl5*y*A, «^HJ^A, j^g^U^A, h 

(If5 J ) 

fb£$l (V-2) (it+, R. R 2 , X,\ Xi, Xs* X.StJfYttHuMOi:*^ 
T*&3) Rj-SH (j£<K R««±iMili©fc*»)-e*S) £E3ffi'fb^ffc'K * 
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(II- 2) UfK R, Xi, Xa, X 3l X4&tfYttS3jiE©fc43DT!*S) 

»»*i!U^s Rife* S d i: (c J; & -2) d t #H § So 
hd5T'> <bi§rt) (III- 2) ttf3E0J£KT?*£#rscfc#T?S3o 

( XII 6 ) 

it&to (xi) (it*, r s Xu -Xzs x.k x^vYttBi/iEoiiijOTfa&s) 

ttx fb£ti (X) (a*, X,, X*> XsatFX^B&iB© 5) £<bilr 

ft (xii) (jC+x Rx xatfYi±yuji©fc*t)-eifes) fc££ys;>, hux^ 

)iTX>, N-y<^;u^;i/*»j > s N-^?;i/^7y>Wi#s>; lift 

y<^U>, ^DD*;i/A % h;i/X> N x— rJk S/;t*-9->, rh7t h'D77 

( xn 7 ) 

ft£ft (III- 2) (i^ N R s Xk X 2 , Xa, XiRVYiZmj&tD 
5) fcix fb£ft (XI) (iS«K R N Xk X 2 , X3s X^StfYfctgifiBcD 

3d h#T- 1 So 
fb£ft (III- 2) teTiWUmi: * Sii:^T*^o 

( xe 8 ) 

fb^4» (VIII) '(st^K R,,&t>'R, 2 (i|riJ-X(i^^oTOTot< x 
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?)W<Di8M7)\'*))/&'C1b*)* Xu X 2 > X 3 M>*X..«iw$©££!3T&S) 

(is fb^ti (VII) (j£rk Xu X 2 > x 3 St5X^±H5«lifl)i:*DT**>S) 

® (XIII) (^* N R 1U R, 2 ;&tfXttMili® ^^TK^fb^hU 
(XII 9) 

fti^tl (IX) (st^K Rm, R.2> Xu X=u X:k X-.^t/YiifjuiiliCOi: 
*i »)-*?* S) fciu fb£& (VIII) (it*s R.u R. 2 > Xu X*. X 3 ^t>*X,tt 
iwiili0> SfiftXX, iE&k *k !ll!-?-*>rtt:*- h U •> A, gifb^ 

> ^SlT7iMiPfiTTfSiS**fc«s SJtB«li:fb^«3 (XII) R, XM 

Y{±HU^©^*t)T*$>5) ^fcb'J^X MJiW^X n-^^we;^ 

(iglO) 

<b^t) (III- 2) (j£cK R, Xu X*s X :k X4&VYtt«fjfi0fci5!3Tft 
S) (is <b£tl (IX) (iW, R> R,u Ri^s Xu Xi, X*&VY&m 
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^ S Z 1 1 «fc 0 l§ifi£-f § d h #T* S S o 

<b£*a (VI) j±T33©x«i 1 1 «fc tMb-&«D (viii) fr^^fife-rsci: 

(Ifill) 

<b£$J (VI) Xu X Js X 3 aU f X4t±BdxE©4:S3DT?JfcS) tt> fb£ 

09 (VIII) (j£i*i x R i i N R i 2n Xu'Xi, XaSVX^ttiJiBOfciifJIfifcS) 

;i/*;i/***> K^©$HbflJ#£Ts x*y— ;u N x— y;i/ x vtT^ 

>:©J:3fcl>Tf§6ftfcfb£fla (I) li&ttc^llllfl pjfctf, 
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'MMM i 

fx- [2- (tv-ND^^T^ j ) 7x-;i/] y7ib7^ H (it ( I) ; R = 

t-7*f-;w Xu Xz, X a> X.=7ki»7\ Y = ^;b*"-;i/, z = 2- (tv^ 

III) tX- (2-7^7i^) v7>;U7^ h* (8. 0 0g) , b' 'J y 
> (6. 5 ml) M'^do^^A (1 5 0ml) (DM&WL* 0 "CTftttffU * 
CjH^ltCKMP-f^^D?^ h* (8 3ml) Sj(jTlfc.lT»7fc ^lll 

frU »-t§^£(3<£ f9^M<bt!rtJ ( 1 1 . 15gs M8 3%) £f#fc„ 

mmm 2 

tTX- [2 - [1- (2-xf.;i/7f^) i'^DA.^v*;^;!/?^] 

7x-;i/] >?x;b7^ K (j£ (I) ; R= 1 - ( 2 -^^;i/^^;i/) 

s>;Us Xu x^ X:k x 4 =7k^-7-s y = *;h#-;k z = 2- [1- (2- 

i ) 6 0 %7km<ti- h'J<7A ( 9 8 0 m g ) 0rh7tFD77 ( 8 

0ml) £Sin?flM*U y^D^^t>*;i/t^i (3. OOg) ©rF7t 
h' d 77>iM(10ml) «TIL »T»7gL 1 If&RSBttf U Mfc 0 °C 
fclfcWU 1. 5M'Jf9A^v7DfJl/7; h*0y^P^^>« (18. 
7ml) fc^TLfco ifiT* 1 . -5l^ffl«ffU TOO "Ctc^jq UT, 

1 -7"D^e- 2 -if;i/7^>"(4 . 6 4 g) ©fh^t 5 ( 1 0 
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JR*a«*HJ£AT?$£«Lfco Sli, &f£U 1- (2-i^-;b^;b) v 

*P^*tf (3. 17gJS!$6 4 0 /o) 5f!fe. 

ii) h;16i) ~zmt>fttzl- (2-^)l73-)l) i/9 w\*-V->*)l#> 
mil. 50g), Jttfls^dF-if U;u (0. 8 5ml) „ igfls* ^ U > (20ml 

IfllU LT 1 - ( 2 - xfj^f-^) i/Zu -to 

IHI) (2-7;;7iijl/) K (8 2 5mg) Wh'Uv 

> (20ml) MlligtHf U * ©jSttfc: JhgB i i) T-f§ ^ ft tzW£fflto 
cd l - (2-x^;i/-/f-;i/) i/^D^^f >^;i/^^;i/^D^>r F^iTlt. 

:Mx^;i/=l 5:1) T"» 5 c i: ta Dillb^ (6 
6 7mg, IR*3 2%) £f#fc 0 
%tm 3 7!> g 8 
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1 



m.p. 



i 



HNMR (CDC1 3 300MHz) 



1 




86-87 



8.52(2H, brs) 
8.46<2H, dd,J=1.5, 8.4Hz) 
7.40(2H, dddj=1.5, 7.8, 8.4Hz) 
7.2i( 2H,ddJ=1.5, 7.8Hz) 
6.94(2H, dt. J=1.5, 7.8Hz) 
1.25(1 8H. s) 




8.58(2H, brs) 
8.48(2H. dd.J=1.5, 8.4Hz) 
7.42<2H, ddd,J=1.5. 7.8 ( 8.4Hz) 
7.13(2H, dd,J=i.5, 7.8Hz) 
6.92<2H, dt, J=1.5. 7.8Hz) 
1.90-2.10(4H, m) 
UO-1.80(30H, m) 
0.78(12H, t t J=7.2Hz) 




144- 145 



8.93(2H t brs) 
8.50(2H. dd,J=1.5, 8.4Hz) 
7.69(4H. dd,J=1.5, 8.4Hz) 
7.40-7.60(8H. m) 
7.31(2H, dt, MX 8.4Hz) 
6.95(2H ? dt, J=1.5. 7.8Hz) 





156-157 



8.78(2H, brs) 
8.40(2H f dd.J=1.5, 8.4Hz) 
7.55(2H. dd, J=1.2, 5.1Hz) 
7.20-7.45(6H, m) 
7.10(2H. dt, MX 5.1Hz) 
6.95(2H, dt, MX 7.8Hz) 



u 

"^T NH 




157 - 158 



8.44(2H, dd,J=1.5, 8.4Hz) 
8.04(2H, brs) 

7.41(2H, ddd,J=1.5, 7.8, 8.4Hz) 
7.24(2H, dd,J=l-5, 7.8Hz) 
6.96(2H, dt, J=1.5, 7.8Hz) 
2.05-2.20(2H, m) 
1.20-1.7CKI6H. m) 
0.93(1 2H, t, J=7.2Hz) 




JL 



8.51(2H, brs) 
8.48(2H ? ddj=1.5, 8.4Hz) 
7.40(2H, ddd,J=1.5, 7.8. 8.4Hz) 
7.22(2H, dd,J=1.5, 7.8Hz) 
6.95(2H, dt, J=1.5, 7.8Hz) 
1.80«2.00(4H, m) 
1.25-1.70O6H, m) 
1.18(6H, s) 
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2 







m.p. (*C) 


NMR (CDC1 3 300MHz) 


7 


X 

0 


O 0 
^ NH HN^ 


y 

0 




8.46(2H. dd.J=1.5, 8.4Hz) 
8.41 <2H. brs) 

7.40(2H, ddd ? J=1.5, 7.8. 8.4Hz) 
7.13<2H, dd,J=1.5. 7.8Hz) 
6.91 (2H, dt, J=l.5, 7.8Hz) 
2.00-2. 15(4H, m) 
1.45-1.7508H, m) 
1.15-1.25(4H, m) 
0,87(12H, d, J=6.6Hz) 


8 


c 


O 0 
NH HN^^ 

&'^6 


y 

u 




8.50(2H, brs) 

8.49(2H, dd,J=1.5, 8.4Hz) 
7.41 (2H. ddd,J=1.5, 7.8. 8.4Hz) 
7.15(2H, dd,J=1.5, 7.8Hz) 
6.92(2H, dt. J=1.5. 7.8Hz) 
1.89-2.00(4H, m) 
U0-1.66(26H, m) 
0.85(12H. d, J=6.6Hz) 



- 1 9 zmtzo 
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^ 4 



No. 




No. 




1-13 


6 6" 

fir , , "ill 


1 1*7 
1-1 / 


O 0 

/V 1 ! . s TO. 


1-14 


Ph JL^s-s^^^ Ph 


1-18 




1-15 


o o 

l-Buv JL. ^v^^' Bu 
— 1^ — NH " I^^J 


1-19 




1-16 


I 1 





N- (2-^;i/*rh7i-;i/) -2, 2 -v/^;urp f^->T= h* ( 
I) ;R = t-r^;K Xk x 2 . x 3 s x<=7kmm?s y = *;i/^*-;k z = 

x«2) ±IBH»JlT"l§^nfet^- [2 - (tVN"D^;i/T^ y ) :7x-;b 
] ^*;U7>f K (3 0 Omg) (0*9 J— ft (0. 4ml) -f h7hh'D77 
> (4ml) S£?l^£giBTT*iB#U **<b*"7*:J-H;*A (7 Omg) 

; ^*+>-> : »Kxf-;i/= 10:1) "C frm&Ql* 2> &Mib&fo (8 
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4mgs JR$2 8%) %mtz 

■mm i o 



N- {2-*)\<j]7'b7 -1- ( 2-xf-;b7*f-;i/) 5/£ D^*iJ-> 

K (5t(D ;R=1- (2-x^-;i/7 r ^;i/) $/*n^*^;k X 

x 2 , x 3 . x<=7kmm?s y=#;i/**-;k z^&mm?) 

ig2) ±fBHJl6^J2T^#^nfctrx- [2- [l- ( 2 
^D^*+)->^;i/^-;i/T^ y ] 7x^;i/] v^;i/7^ f ( 6 6 7mg) , h U 

7x^;i/7i>7>7 4 > (5 7 7mg) ^ S^*-9-> (8ml) ^ zk (4 ml) ©ig 

m-kWkT-ViftL, ^TkeSLi?^- h u ^A»it. Siu %<bfttz 

= 15: 1 ) ^tSChCfc ») ^S-fb^tt (3 7 8mg^ IR* 5 6%) 4» 

)fc o 







m.p. CC) 


l HNMR (CDC1 3 300MHz) 


9 


c 


) 

NH 


♦ 

69-71 


8.42(1 H, brs) 

8.3K1H, dd,J=i.5. 8.4Hz) 
7.50(1H, dd,J=1.5. 7.8Hz) 
7.30(1H. ddd,J*1.5, 7.8, 8.4Hz) 
7.00(1H, dU-1.5, 7.8Hz) 
3.08(1H, s) 
1.36(9H, s) 


1 0 


c 


0 

' NH 

6" 


68.5 - 74.0 


8.45(1H. brs) . 

8.33<1H, dd,J=1.5, 8.4Hz) 

7.5K1H, dd,J=1.5, 7.8Hz) 

7.31(1H, ddd,J=1.5, 7.8, 8.4Hz) 

7.00<1H, dt,J=1.5, 7.8Hz) 

3.07(1H, s) 

2.05-2.25<2H, m) 

1 .20-1.80(15*1. m) 

0.79(6H. t, J=6.9Hz) 
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mmm 1 1 

h* (jS (I) ; R= 1 viy+fri/t'D^i/JK X., X 2 , X 3s X< 

H6) N- (2- ( l-'f V03-)lisf7 0^*y» jjj|/#r;i/^7i 
- 1 -<(v^>^^^D^>*mit^ K (it (XI) ; R= 1 - 
^v^>f;k>7PAir^;K X., Xzs X 3 , x*=7K^ J fx Y = ti)i<tf-)i 
) 

2-75/ft7i;-jl/ (15. 8g) ©h''J^> (5 0 0ml) Stift&g 

c tiz& >) mmib£W)<Dm®viv>) ( 6 o g) zmtco 
ami) ±i3xfi6) rm^ntzm^^ (go g) *7>i3>mm%Ts * 

(60ml) -rh7bFD77> (60ml) (DM&fel&^lzmML 
s zfclHb* U A (24. 2 g) £fln;L, gST 1 B#R3«#bfcc JlJm zk ( 
5 0ml) fcAniU ^^rit> (50m 1x30) TftftLfcgL 7kJl£«^ll 

t)£^>^>-e&#u awi-rsifctj: bmmib&y} (2 3. ig s i&*6o 

%) fcflfcc 

HWJ 1 2 7!>S 1 8 
H»J1 1 h|BJ1itZLT^6 7iMa7©^tl$l#feo 



WO 98/35937 



PCT/JP98/00542 



73 



6 







m.p. CC) 


l HNMR (CDCI 3 300MHz) 


1 1 






o 

^ NH 

(V SH 


109-110 


8.34(1 H, brs) 
8.30(1H, dd,J=1.5, 8.4Hz) 
7.50(1H, dcU=1.5, 7.8Hz) 
7.31(1H, ddd.J=1.5, 7.8, 8.4Hz) 
7.00(1H, dl,J=1.5. 7.8Hz) 
3.0K1H, s) 
1.10-2.20(15H, m) 
0.85(6H. d.J=6.6Hz) 


1 2 


1 




o 

^NH 

^^^^ 


82-83 


8.42(1H, brs) 
8.31<1H, dd, J=1.5, 8.4Hz) 
7.50OH, dd,J=1.5 t 7.8Hz) 
7.31(1H, ddd,J=1.5. 7.8, 8.4Hz) 
7.00(1H, dt, J=1.5. 7.8Hz) 
3.07(1H, s) 
2.O4-2.20(2H, m) 
1.25-1.75(8H. m) 
1.30(3H. s) 


1 3 


d 


o 

lA 

^ NH 


66-68 


8.27(1H, dd,J=1.5, 8.4Hz) 
8.26(1H. brs) 
7.50(1H. dd,J=1.5, 7.8Hz) 
7.30(1H, ddd.J=1.5, 7.8, 8.4Hz) 
7.00(1H. dt, J-1.5, 7.8Hz) 
3.06(1H, s) 
2.15-2.30(2H, m) 
1.40-1.80(9H, m) 

1.1S(2H, m) 
0.85(6H, d,J=6.6Hz) 


1 4 




d 


1 ° 

^NH 

Cr" 


120 - 121 

• 


8.37<1H. brs) 
8.35(1H, ddj-l.3, 8.4Hz) 
7.50(1H, dd,J=i.5. 7.8Hz) 
7.31(1H. ddd,J=1.5, 7.8, 8.4Hz) 
7.00(1H, dt, J=1.5, 7.8Hz) 
3.07(1H, s) 
2.12-2.20(2H, m) 
1.15-1.83(9H, m) 
0.97(6H t d, J=6.9Hz) 


1 5 




c 


0 

<^NH 

6" - 


84-85 


8.32(1H, dd,J=1.5. 8.4Hz) 
7.50(1H, dd.J=1.5, 7.8Hz) 
7.3K1H, ddd.Jal.5, 7.8, 8.4Hz) 
7.00<1H. dt, J=1.5, 7.8Hz) 
3.07(1H, s) 
2.05-2. 19(2H, m) 
1 .20- 1.70(1 OH, m) 
0.90(3H, t, J=7.2Hz) 


1 6 




c 


0 

^"NH 

fir" 


93-94 


8.38(1H, brs) 
8.32(1 H, dd,J=1.5. 8.4Hz) 
7.50(1 H, dd,J«l.S, 7.8Hz) 
7.30(1 H, ddd.J-1.5. 7.8, 8.4Hz) 
7.00(1H, di. J=1.5 t 7.8Hz) 
3.07(1H, s) 
2.05-2.20(2H, m) 
1.20-1.70O2H, m) 
0.88(3H, t, J=7.2Hz) 
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IE7 







m.p. (t) 


*HNMR (CDC1 3 300MHz) 


1 7 


0 


0 

^ NH 

dr 


97-98 


8.37(1H, brs) 
8.3K1H. dd,J-1.5. 8.4Hz) 
7.50(1H, dd.J«1.5, 7.8Hz) 
7.301H, ddd,J*1.5. 7.8. 8.4Hz) 
7.00(1H, du J=1.5, 7.8Hz) 
3.07(1H. s) 
2.05-2.20(2H, m) 
1.20-1.70(14H. m) 
0.87(3H, t, J*7.2Hz) 


1 8 


0 


0 


92-93 


8.42<1H, brs) 
8.320H, dd, J-1.5, 8.4Hz) 
7.5K1H, dd.J-1.5, 7.8Hz) 
7.3K1H, ddd, J=1.5, 7.8, 8.4Hz) 
7.00C1H, dl, J=1.5, 7.8Hz) 
3.07(1H. s) 
2.06-2.20(2H, m) 
1.20-1.95(1 1H, m) 
0.89(6H, d,J=6.6Hz) 



^fcx nt&mi 1 tmmz^xm. 8 (oit^i 1 - u 1 1 - 2*mfco 

us 



No. 




No. 


ft** 


11-1 


0 


11-2 - 


To 



HflBfll 1 9 

*;i/#*-tJ-s ( 1 ) ; R= 1 -^f-zi'^o^^K Xu x 3 s X4=7k 
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a?. 8) N, N-$^f-;i/f-:**;i/>U>§» S- (4-y< 2-- l> 

D7x-Jl/) iXril/ (it (VIII) ; R.u Ri 2 = .X^;U N Xu X.k X.=7K^ 

MMiti- h >; «i7 A ( 1 . 0 4 g) CDv^Jl^bAT 7 ~ K (40ml) ffiffiffif 
$JC N 0°CT-m#T. 4-^ h^y-2--hD7x;-^ (4. OOg) ©y 
/f;^jbA7^ K (20ml) igiftfcffiTLfco j|SjT^7gL &?ST- 3 0 
«#U jH(zi/'y<^;i/^-7l-^;b^"^^;i/^P7'f K (3. 65g) 8 
0 °C T- 1 lft Ifflfflfli b tz o IMs ;K^;jllx.T, Mif-;u-Cill!fliU S»5 

feUf* (5 . 1 1 g, W8 4%) £f# to COMtl (3 . 5 0 g) l:7i- 
)13L-^)1 (10ml) £Jj||;L, 2 1 0°CT- 1 mmWLtzfc, l&tiLtzo CCD 

= 7:1-3:2) tll^t & Z klz J: "9 UmtSW) (3. 35g, M9 6% 
) *mtzo 

Ig9) N, N-v^^;u^^*;i/^l >|g S- [2- (l-/f^y7o 

2: y ) -4-y< F+y7i-^] (it (IX) ; R 

= l- /fil/y7D'\^y;K Riu R, 2 = y<>>>K Xu X 3 > X 4 =7K^J^?-> 

±30X118) X-m^ntzit^ (2. OOg) WSnCl • 2H 2 0 (3. 6 
5g) cDfM£x^;u (75ml) «^fitlttfllfeo ccDv&$Mt;:St 

@gx^;i/ ( i o omi ) ^/jpx.s <k^T*7km<tj- h u ^A7X^r^^Anx.s 

-y^Wt*;^U >ft S- (2-7=7-4-^ Y**s7 

^;u(l. 6 4 g, M9 3%) *mtzo cni:f'J^> (2. 9ral)M7 

d □ 7fc;b A (2 0ml) fcJbUx., iS«K' 1 - ^i^^P^>*^ 
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t;-i^D7-f h* (i. 3 9g) &«5tu imminbtzo *<D&&m&®& 

?^77^- (mmmm ; : l!fl»x?-;i/ = 3:1) flit 5ott: 

J: 0 &mt<rVJ) ( 2 . 4 1g, 9 5 %) Sfffco 

1 0 ) J:jBX^9 ) XfthntzitGW ( 2 5 0 mg) ZMMlii 'J ^ A ( 
140mg) N ^< ^ y — ;U (1. 5ml) -rh7th"D77> (0. 5ml) 

Ltif)WciiS^7A^D7by77^ - (MUM ; ^ : IMx^ 

^=4 0 : 1) XWimt&CLtlZ X 'O&mitftVA (104mg, HX^ 5 2%) £ 

%mm 2 o lb m 2 4 
%mm 1 9 1 mm t l t m 9 co^t) £ ^ tz 0 
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its® 



m.p. 



CC) 



! HNMR (CDC1 3 3G0MHz) 



1 9 



2 0 




8.75(1 H, brs) 
8.19(1H, d, J=2.7Hz) 
7.42(1H, d, J=8.4Hz) 
6.57(1H. dd,J«2.7. 8.4Hz) 
3.82(3H, s) 
2.91(1H, s) 
2.05-2. 15(2H, m) 
1.25-1.70(8H, m) 
I.30(3H f s) 




103- 107 



8.59(1H, s) 
8.34(1 H, brs) 
7.61(1H, s) 
3.10(1H, s) 
2.00-2.20(2H. m) 
1.10-1.75O3H, m) 
0.86(6H, d. J=6.6Hz) 



2 1 




56-57 



8.75(1 H t s) 
8.55(1 H, brs) 
7.60(1H, s) 
3.09(1H, s) 
1.10-2.20O3H, m) 
0.87(6H. d.J=6.6Hz) 



2 2 



2 3 



2 4 




83.5 - 85.5 



SH 



8.44(1 H. brs) 
8.22(1 H t d,J= 1.5Hz) 
7.33(1 H. d,J=7.8Hz) 
6.83<1H, dd, J=1.5, 7.8Hz) 
2.96(1H, s) 
2.34(3H, s) 
1. 10-2.20(1 5H. m) 
0.85<6H, d. J=6.6Hz) 




85-87 



8.50(1 H, brs) 
8.17(1H. dd,J=1.5, 8.4Hz) 
7.21(1 H, t, J=8.4Hz) 
7.00(1H, dd,J=1.5, 8.4Hz) 
2.73(1 H. brs) 
2.47(3H, s) 
2.05-2.20(2H. m) 
1.10-1.75(13H. m) 
0.86(6H. d t J=6.6Hz) 




71-72 



8.20(1 H, brs) 
8.12(1H, d.J=8.4Hz) 
7.31(1H. s) 
7.10(1H, d,J=8.4Hz) 
3.05(1 H, s) 
2.28(3H, s) 
2.08-2. 16(2H, m) 
1.13-L60(13H. m) 
0.85(6H. d, J=6.6Hz) 
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•%mm 2 5 

f-^ftK s- [2- ( l -4 v^>>;U'>^D^*-9->*;uJt?— y ) 

7i-JI/] iXrib (it (I) ; R= 1 -4 V Xu X 

is X.k x, = 7K^;^"jF. Y = *;ntf-;K z=7»-fe>;i/) 

i:.fS 4 ) tE'MMM 9 ^XIM 2 ) , hiEHJMy 1 l©xfi7) 5L&±.&nfaW 

^VOf;i/y^D'\^>A^^^ - K (6 0 Omg) Mf'Jy> (0. 
48ml) 07od*^A (10ml) iStt&^+flBtfTfc* T-t^;b7D7 
-f K ( 0 . 17ml) £$5T U 1 RP H 11fllfco M£fS£ UTt# <bftfcM 
£-> U jifjlfi 7i»7o? K?7^- ; ^*-tf> : ftigx^;u = 1 

2:1) T-Mf £ Z £ £ «fc 13 2tjgHb£>'#J ( 6 6 6mg> IR*S9 8%) fcfffco 
1MB 2 6 

2-^f;i/ftrnM>|? S- [2- [1- ( 2 -i^;^f;i/) 
^■y-^-hfrtf—frT 5 y ] 7 x x;u] xTst 1 ;!/ (i$ ( I ) ; R= 1 - ( 2 -x 

?)17?-)1>) i/tu^**/)^ Xu X 2 > X:u X,=7K»v Y = *;^-^ 

X^4) 1:S33WJ 1 OT-ffbtlfcN- (2-^^7'F7ix;b) -1- ( 
2-xf;i/7f;b) ^D^*+J->*;i/***tU I* (4 3. 7 2 g) U ^ 

> (27. 7ml) ©^7 □ o *;ua ( 3 0 0ml) fl&JfcSSfiit'flMfTfc, -f V 
7*^J;^07^ h* ( 1 5. 0ml) fcSTFU lWflfe. $*I£fg£L 

^>'J*W7A7D?K77^- (JBBB&ft ; : Mx^ = 1 

5:1) -elSSIi-r S C (C«t t) Mftl^rt) ( 5 0 . 7 2 g, M9 5%) £t#7c 

o 

nmm 2 7 

2-/f;i'f^7 , Dt , t>^' s- [2 - (i-'fv7f;i'i/i'D^>* 
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)1^-)IT I J ) 7x-;u] x.Xy'Jl (it ( I ) ; R = 1 -f V7'f JI/^^Da 

r.fi! 4 ) LJSHSJIMfl 1 8 "Cft fcttfc N - ( 2 - / 7 V 7 x - 1 - 
V71-)),*/9D'\*V>i]J)/7$*"y-l H (2. 5 0g) Mt'Jy^ (l. 8m 
1) cd^dd*^ (2 5ml) Stt&gia^BttfTfc, <V7fU;^D7-f 
h' (0. 9 2ml) SiTU lfl$M#bfc 0 

5/'J*^*7A^D7|>^77«f - (JSBB^Ji ; ^*^> : SPI8x^^= 1 5 
: 1) T-M-rSCillCctOMib^ (2. 9 4g, W9 5%) 
Hi 2 8 

l-7>-b*-)\rW)i?>-4-?-*f3)W>& S- [2- [1- (2-if 

;u7"^;i/) ^^D^Jf-9->^;b^-;u7 7 5.y] 7x-;u] ixf^ (j£ (I) ; 

R=l- (2-xf ;u:7f ;u) S/^p^+S/;k X., X 2 > X*. X < = 7\mW. r {- 

.Efi 4) LJBSSlfciW 1 O-cm^ftfeN- (2-/;^7F7i^) -1- ( 
2 - if P^^-9">*;i/^^r+l-^ h* (9 33mg) Mt'Jy> 

(0. 5ml) O^DD*H ( 1 0ml) &Jft*SSTx l-7tfMV- 

(5 0 Omg) , (3-^7f;i/7^7Dt;i/) 

fcjutfSM $ F -«JS (6 l 6mg) % 1-b fp*v^>v h urv-;u ( 

4 3 5mg) C^DDUA (10ml) $??&MT U 1 HSRTO'P U to 8t# 

h ^77^- (JgP«$ ; : B8if;i/= 4 : 1~^dp^A : ;>< * 

y-;i/= 10:1) 3dfcfc.fc DM{b£'#J ( 1 . 0 8 g N 'JR*7 9% 

Hi 2 8 ' 
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'&J&0I2 8©fc£» (A ( I) ;R=1- ( 2 ^o^^> 
;k x„ X2, X;k X4=7k*JH-P, Y = *;u#-;k z= 1 -7-tr*-;u-4- 

til 4 ) 1 -T-fefJM V^^nf >H ( 3 3 1 g) ©fif(Hxf;i/ (21) & 
J>5R«tT% h 'U if^7 ^ > (54 1ml) Kft+flttt b 

fco coaw«C^OD»f;Kl 8 5ml) <»g8x^;u ( 4 0 0ml) 

tJ:3BSIliSWl OTfHnfcN- (2-/^*7 , h7i-^) -1- (2-x^ 

;i/7^;u) istu^y^ii K (6 I8g) (2 1) $ 

?te«TU /Kft*. 1 5)}|i!]Plf:. mrm. 1 NJSU& ( 1 . 3 1) 

7"d t:;i/x-^;u (2. 5i) csiLfct, wwia D*i*s®*f§fco n 
% nfejmiss* $ £ c sm v 7* d tvi/x-^ ;u ( 5 . 51) \zmm%m t 

mtt-M^^DHM'ffc^tl ( 5 0 5 g N iR#5 5%) £f#fc 0 
'HfflEf^J 2 9 73rS 6 5 

h»j 2 5 , %mn 2 6 , mmm 2 7 s 2 8 2 8 ' tmmiz 
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1 1 



2 5 



2 6 



2 7 



2 8 



2 9 



m.p. CC) ] H NMR (CDCI 3 300MHz) 



u 6-v 



54-55 



8.34(1H, dd,J=].5, 8.4Hz) 
8.05(1 H, brs) 

7.46(IH, ddd,J=1.5, 7.8. 8.4Hz) 
7.39(1H, dd,J=1.5, 7.8Hz) 
7.12(IH, dt, J=l.5, 7.8Hz) 
2.45(3H, s) 

|2.03(2H. m) 
1.10-1.6KI3H, m) 

|0.85(6H. d, J=6.6Hz) 



NH 



NH 



63.5 



NH 



NH 



8.40OH, dd,J=I,5, 8.4Hz) 
8.12(1H. brs) 

7.45(1H. ddd.J=1.5, 7.8, 8.4Hz) 
7.38(1H, dd,J=!.5 t 7.8Hz) 
61 f] fA «; 7 - n (lH % dt,J=1.5, 7.8Hz) 
OJ.O -63.5 b.94(2H, sept, J=6.9Hz) 
'l.95-2.20(2H, m) 
U5- 1.75(1 5H. m) 
1.30(6H. d,J=6.9Hz) 
[0.78(6H. t, J=6.9Hz) 

|8.39(IH. dd,J=1.5, 8.4Hz) 
8.10(1H, brs) 

7.450H, ddd,J=1.5, 7.8, 8.4Hz) 
7.380H, dd.J=1.5, 7.8Hz) 
655 7.11(1H. dt,J=1.5, 7.8Hz) 
OJD 2.94(2H. sept. J=6.9Hz) 
ll.95-2.10(2H, m) 
1.10-1.85(1 1H, m) 
i.29(6H, d,J=6.9Hz) 
0.87(6H. d,J=6.6Hz) 

8.37<1H. dd, J=1.5. 8.4Hz) 
8.03(1 H, brs) 

7.46(1 H. ddd.J=1.5. 7.8. 8.4Hz) 
7.360H. dd. 7*1.5. 7.8Hz) 
7.1I(1H, dt. J-1.5. 7.8Hz) 
4.58(1H, m) 
89 0 - 91 S 3 88 OH. it) 

2.9K1H, n$ 
2.82(1 H, m) 
1.95«2.20(4H. m) 
2.11(3H. s) 
M5-1.8507H, m) 
0.78(6H. t, J=6. 9Hz) 

8.52(1H. brs) 

8.42(1H, dd,J=1.5, 8.1Hz) 
8.34(2H, dd.J=1.8, 6.9Hz) 
8.00(2H, dd.J-1.8, 6.9Hz) 
|7.54(1H, ddd, 1=1.3. 7.5, 8.1Hz) 
7.45(1H, ddj-l.5. 7.5Hz) 
7.23(1H, dt, J=1.5, 7.5Hz) 
1.34(9H, s) 



144 - 145 



3 0 



NH 



! 8.39(1H, dd.J=1.5, 8.4Hz) 
I8.07(1H, brs) 

|7.44(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7.360H, dd,J=L5, 7.8Hz) 

41 -42 7.10(1H, dt.J=1.5. 7.8Hz) 
I.96-2.05(2H, m) 
U5-1.65(8H, m) 
I.35(9H, s) 
1.22(3H, s) 
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1 2 



3 1 



NH 



m-p. OC) MHNMR (CDC1 3 300MHz) 



61 - 62 



8.32<IH, dd,J=1.5. 8.4Hz) 
7.85(1H. brs) 
7.20-7.50(7H, m) 
17. 10(1 H, dt. J=1.5, 7.8Hz) 
3.94(2H, s) 
U17(9H, s) 



NH 



3 2 



8.40(1H, dd,J=l.5, 8.4Hz) 
8. 17(1 H, brs) 
8.05(2H. m) 

J7 66(IH. ddrt J=1.5, 7.8, 8.4Hz) 
78.5 - 79.0 7.43-7.60(4H. m) 

7.17(1H, dt, J=i.5 f 7.8Hz) 
1.85-2.00(2H, m) 
1.10-1.70(8H, m) 
1.18(3H, s) 



3 3 



NH 



|8.39(1H, dd,J=L5, 8.4Hz) 
8.04(1H, brs) 

|7.45(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7.36(1H, dcW=1.5, 7.8Hz) 
55 - 56 7.10(1H, dt, J=l.5, 7.8Hz) 
12.00-2.03(2H, m) 
1.10-1.60(13H, m) 
1.35(9H, s) 
|0.85(6H, d.J=6.6Hz) 



3 4 



Ph 



8.39(1H, dd,J=1.5. 8.4Hz) 
|7.98(1H, brs) 

17.47(1 H, ddd,J=1.5. 7.8, 8.4Hz) 
7.09-7.38(7H, m) 
5.85(1H, d, J=7.8Hz) 
155 - 156 5.04(1 H. dt, J=5.7. 7.8Hz) 
l3.20(IH. dd,J=6.0, 14.1Hz) 
3.11(1H, dd,J=7.5, 14.1Hz) 
1.97-2.10(5H. m) 
l.O0-1.80(13H, m) 
[0 8K6H, d, J=6.6Hz) 



3 5 



NH 



N 



HCI 



9.42(1 H. $) 
|9.14(1H. d.J=5.lHz) 
8.90(1H. d,J=8.IHz) 
8.32(1 H. d.J=7.8Hz) 
8.12(1H. n$ 
J 7.89(1 H, $) 
106 - 110 7.58(IH, 1, J=7.8Hz) 
7.49(1 H, d,J=7.8Hz) 
7.24(1 H. t. J=7.8Hz) 
5.94(1 H. brs) 
1.89- 2.03(2H, m) 
1.07-1 .60O3H, m) 
f0.80(6H. d.J=6.6Hz) 



3 6 



NH 



68-69 



!8.35(lH t (kU=1.5, 8.4Hz) 
|7.93(1H, brs) 

7.50(1 H, ddd.J*1.5. 7.8, 8.4Hz) 
7.40(1H, ddj=1.5. 7.8Hz) 
7.15(1H, dt. J=1.5. 7.8Hz) 

|4.28(2H, s) 
1.96-2.09(2H, m) 
1.09-1.65(13H, m) 

|0.85(6H, d. J=6.6Hz) 
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1 3 



3 7 



3 8 



3 9 



4 0 



4 1 



4 2 



m.p. (X) I 'HNMR (CDCI 3 300MHz) 



53 - 54 



OMe 



8.37<1H, dd, J=K5. 8.4Hz) 
7.98(1H, brs) 

7.47(1H, ddd.J=1.5, 7.8, 8.4Hz) 
7.39(1H, dd,J=1.5, 7,8Hz) 
7.13(1H. dt, J=1.5, 7.8Hz) 
4.19(2H t s) 

!3.58(3H f s) 
1.95-2.10(2H, m) 
L05- 1.65(1 3H, m) 

|0.84(6H. d.J=6.6Hz) 



NH 



40-41 



8.35<1H, dd,J=1.5, 8.4Hz) 
8.06(1H. brs) 

|7.45(1H, ddd,J=1.5, 7.8. 8.4Hz) 
7.39(1H, dd, J=1.5, 7.8Hz) 
7.17(1H. du J=1.5 t 7.8Hz) 
2.72(2H, q.J=7.5Hz) 
1.95-2.10(2H, m) 
1.10-1.60(13H, m) 
1.24(3H, t, J=7.2Hz) 
I0.85(6H, d,J=6.6Hz) 



\ NH 



8.37(1H. dd.J=1.5. 8.4Hz) 
7.90(LH. brs) 
6.90-7.50(8H, m) 
4.79(2H, s) 
60.5 - 62.0 i.oo_2.0O(15, m) 

0.83(6H, d, J=6.6Hz) 



NH 



51 -52 



\ 0 



C! 



95-96 



8.30(1H, ddj=1.5, 8.4Hz) 
8.00(1H. brs) 

7.40(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7.33<1H, dd,J=1.5, 7.8Hz) 
7.06UH, dt. J=1.5, 7.8Hz) 

|2.880H, ra) 
1.94-1.98(2H I m) 
1.07-1. 51(13H, m) 
1.24(6H, d, J=7.0Hz) 

|0.85(6H, d,J=6.6Hz) 

8.35(1H. dd. JM.5. 8.4Hz) 
7.87(1 H. brs) 

7.48<1H, ddd,J=l.5, 7.8, 8.4Hz) 
7.37(1 H. dd, J=1.5, 7.8Hz) 
7.31 (2H, m) 

7.14(1H, dt, J=l.5, 7.8Hz) 
6.93(2H, nfl 
4.78(2H, s) 
]1.90-1.94(2H, m) 
1.07-1.58(13H. m) 
0.83(6H. d.J=6.6Hz) 



52-53 



8.31(1H, dd,J=1.5, 8.4Hz) 
8.09(1H, brs) 

7.45(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7.41(1H, dd,J=1.5, 7.8Hz) 
|7.10(1H, dt, J=1.5, 7.8Hz) 
1.92-2.25(3H, m) 
1.00-1.75(17H. m) 
|0.86(6H, d,J=6.6Hz) 
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1 4 



'Mm 



4 3 




4 4 




CONH. 



4 5 




m.p. CC) 



7-^)^77 ^ 



136 - 138 



I 



H NMR (CDC1 3 300MHz) 



8.36(1H, dd,J=1.5, 8.4Hz) 
8.05(1 H, brs) 

7.44(1H. ddd,J=l.5. 7.8, 8.4Hz) 
7.37(1H, dd, J=1.5, 7.8Hz) 
7.12(1H, dt, J=l.5, 7.8Hz) 
2.55-2.75(1 H, m) 
1.95-2. 10(4H. m) 
I.I0-1.85C21H. m) 
0.85(6H, d, J=6.6Hz) 



8.38(1H, d. J=8.7Hz) 
8.15UH, brs) 
8.04-8.08(2H, m) 
7.66(1 H, m) 
7.48-7.55(4H, m) 
7.16(1H, dt, J=1.2. 7.8Hz) 
1.93-2.14(2H, m) 
1.07-1.51(13H, m) 
0.78(6H. d, J=6.6Hz) 



8.410H. dd. J-1.5. 8.4Hz) 
8.0K1R brs) 

7.46(1H. <k*U=1.5. 7.8. 8.4Hz) 
7.34(1H. dd, J=1.5. 7.8Hz) 
7.23(1 H. d.J«7.1Hz) 
7.I1(1H. di. J=1.5. 7.8Hz) 
5.72(1 H, brs) 
5.41 (1H, brs) 
4.690H, m) 
1.95-2.58(6H, m) 
l.05-1.70(!3H, m) 
0.85(6H. d. J=6.6Hz) 



4 6 




91 -92 



OH 



8.42(1H, dd,J=1.5. 8.4Hz) 
7.99(1H, brs) 

7.47(1H. ddd,J=1.5, 7.8, 8.4Hz) 
7.37(1H, dd.J=1.5, 7.8Hz) 
7.12(1H, dt, J=1.5, 7.8Hz) 
2.64(1H, brs) 
1.9O-2.10(2H, m) 
1.05-1.70(1 3H, m) 
1.54(6H, s) 
0.86(6H, d. J=6.6Hz) 



4 7 




144-146 



O NH * HCI 



9.90(3H, brs) 

8.07(1H. dd,J=1.5, 8.4Hz) 

7.98(IH, s) 

7.42(1H, ddd,J«I,5. 7.8, 8.4Hz) 
7.41(1H, dd,J=1.5. 7.8Hz) 
7.10(1H, dt, J=1.5, 7.8Hz) 
1.95-2.20(2H, m) 
1.10-1.85(21H, m) 
0.84(6H. d, J=6,6Hz) 



4 8 




45 -46 



8.37<1H. dd,J=1.5. 8.4Hz) 
7.93(1H, brs) 

7.43(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7.35(IH, ddj=1.5, 7.8Hz) 
7.09(1H, dt, J=1.5, 7.8Hz) 
2.05-2.20(2H, m) 
1.45-1.75(9H. m) 
1.36(9H, s) 
1.10-1.25(2H. m) 
0.86(6H, d, J=6.6Hz) 
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86 



1 5 



1t& 



m.p. (°C) 



4 9 



NH 



50-51 



5 0 



NH 



129-130 



CI* 



5 1 



NH 



66-67 



a- 



a 



1 



HNMR (CDC1, 300MHz) 



8.33(1H, dd, J=1.5, 8.4Hz) 
7.95(1H, brs) 

7.460H, ddd,J=1.5, 7.8. 8.4Hz) 
7.40(1H, dd,J=1.5, 7.8Hz) 
7.12(1H, dt,J=1.5, 7.8Hz) 
2.46(3H, s) 
2.05-2.25(2H, m) 
1.40-1.80<9H, m) 
1.10-1.25(2H. m) 
0.87(6H, d,J=6.6Hz) 

8.72(1 H, s) 
8.01(1H, brs) 
7.44(1H, s) 
1.90-2.10(2H, m) 
I.10-1.75O3H, m) 
1.35(9H. s) 
0.85(6H, d. J=6.6Hz) 



8.68(1H. s) 
7.88(1 H, brs) 
7.43(1H, s) 
2.05-2.20(2H, m) 
1.30-1.75(9H. m) 
1.35(9H, s) 
1.05-1.20(2H, m) 
0.86<6H, d, J=6.6Hz) 



5 2 



NH 



69-71 



FX* 



8.82(1H, d.J=1.5Hz) 
8.16(1H, brs) 
7.48(1H, d, J=8.1Hz) 
7.34(1H, dd.J=1.5, 8.1Hz) 
1.90-2.15(2H, m) 
1.05- 1.75(1 3H, m) 
1.37(9H, s) 
0.86(6H, d,J=6.6Hz) 



5 3 



OH 



8.35(1H, dd.J=1.5. 8.4Hz) 
8.05(1H, brs) 

7.47(1H, ddd.J«1.5, 7.8, 8.4Hz) 
7.39(1H, dd,J=1.5, 7.8Hz) 
7.13(1H, dt, J-1.5, 7.8Hz) 
2.74(2H, t, J=6.9Hz) 
2.40(2H, t, J=6.9Hz) 
1.90-2. 1 0(2H, m) 
1.05- 1.90(1 7H, m) 
0.86(6H, d, J=6.6Hz) 



5 4 



NH 



warn 



8.39(1H, dd.Jel.2, 8.4Hz) 
8.27(1H, brs) 

7.52(1H, dd > J=1.5, 7.8Hz) 
7.470H, ddd,J=1.5, 7.8, 8.4Hz) 
7.11(1H, dt, J=1.5, 7.8Hz) 
3.84(3H, s) 
2.00-2. 10(2H, m) 
1.10-1. 65(1 3H, m) 
0.85(6H, d, J=6.6Hz) 
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U 1 6 



mm 



m.p. 



(r) 



i 



H NMR (CDC! 3 300MHz) 



5 5 




5 6 




8.440H. dd,J=1.5, 8.4Hz) 
8.29(1H, brs) 
7.35-7.55(7H, m) 
7.13(1H, dt. J=1.5, 7.8Hz) 
1.95-2.15(2H, m) 
1.25-I.70(8H. m) 
1.27(3H. s) 



40-41 



8.580H, brs) 
8.42(1H, dd,J=K5. 7.7Hz) 
7.6K1H, dd, J-1.5, 7.7Hz) 
7.53(1H, dt, J=1.5, 7.7Hz) 
7.10-7.35(7H, m) 
2.03-2.09(2H, m) 
1.09-1.59(13H, m) 
0.78<6H, d, J=6.6Hz) 



5 7 




103 



8.80(1H, d, J=1.5Hz) 
8. 16(1 H, brs) 
7.48(1H, d, J=8.1Hz) 
7.35(1H, dd,J«1.5. 7.8Hz) 
1.37(9H. s) 
1.30C9H. s) 



5 8 




8.22(1H. d, J=l.5Hz) 
8.03(1H, brs) 
7.260H, d,J=7.8Hz) 
6.93(1H, dd.J=1.5, 7.8Hz) 
2.43(3H, s) 
2.38<3H, s) 
1.10-2.10U5H, raj 
0.85<6H, d, J=6.6Hz) 



5 9 




76.5 - 79.0 



8.38(1H, dd.J=1.5, 8.4Hz) 
8.13(1H, brs) 

7.47(1H. ddd,J=l.5. 7.8, 8.4Hz) 
7.40UH, dd.J-1.5. 7.8Hz) 
7.12(1H, dt. J-1.5, 7.8Hz) 
2.46(3H, s) 
2.00-2. 15(2H, m) 
1.15-1.70(1 5H, m) 
0.79(6H, t, J=6.9Hz) 



6 0 




64.5 - 66.5 



8.42(1H, dd, J-1.5, 8.4Hz) 
8.11(1H, brs) 

7.45(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7.36(1H. dd. J-1.5, 7.8Hz) 
7.10(1H, dU J-1.5, 7.8Hz) 
1.95-2.15(2H, m) 
1.10-1.75C15H. m) 
1.36(9H. s) 
0.79(6H. t, J=6.9Hz) 
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1 7 



6 1 



o 



6 2 



NH 



OH 



6 3 



NH 



CI 



m.p. QC) | *HN MR (CDC1 3 300MHz) 

8.40UH. dd,J=1.5, 8.4Hz) 
8.06(1 H. brs) 

7.47(1H. dddj=l.5, 7.8, 8.4Hz) 
7.39(IH, dd,J=1.5. 7.8Hz) 

|3.59(3H, s) 
1.95-2.15(2H, m) 
.M0-1.75O5H, m) 
|0.79(6H, t, J=6.9Hz) 

8.44(1H, dd, 1.5, 8.4Hz) 
8.06(1H, brs) 

7.47(1 H, ddd,J=1.5, 7.8, 8.4Hz) 
7.370H. dd.J=l.5, 7.8Hz) ' 

68.0-70.0 ™ J W A «H«> 

1 2.00-2. 15(2H. m) 
'U5-1.75(15H, m) 
1.54(6H, s) 
|0.78(6 H. t. J=6.9Hz) 

8.39(1H, ddJ=1.5, 8.4Hz) 
7.95<1H. brs) 

7.48(lH.ddd.J»1.5. 7.8, 8.4Hz) 
7.380H, dd.J-14 7.8Hz) 
7.32(2H, m) 
62.0 . 63.0 7.14(1H, di, J=1.5, 7.8Hz) 
6.94(2H, m) 
4.78(2H, s) 
]1.85-2.05(2H, m) 
1.15-1.70(15H. m) 
|0.77(6H, t, J=6.9Hz) 



6 4 



NH 



CI 



8.40(1H, dd.J-1.5. 8.4Hz) 
7.92(1 H, brs) 

7.49(1H, ddd.J=i;5, 7.8. 8.4Hz) 
7.39(1H. dd.J-1.5. 7.8Hz) * 
7.33(2H, m) 

61.0 -65.0 7.15(1H, di, J=1.5, 7.8Hz) 
6.96(2H. m) 
|4.80(2H, s) 
l.85-2.00(2H, m) 
. 1.20-1.80(1 1H, m) 
|0.86(6H. d, J=6.6Hz) 



6 5 



NH 



61.0-64.0 



8.38(1H, dd.J=1.5, 8.4Hz) 
8.02(1 H, brs) 

7.47(IH, dddj-l.5. 7.8, 8.4Hz) 

7.37(lH,dd,J=1.5, 7.8Hz) 

7.12(1H, dt,j=1.5, 7.8Hz) 

4.59(1 H, m) 

3.88(1H, m) 

3.17(IH, m) 

2.92(1 H, m) 

2.78(1H, m) 

190-2.20(4H, m) 

2.1K3H, s) 

1.20- 1.85(1 3H. m) 

0.87(6H, d, J=6.6Hz) 
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£tc, mum 2 5 75sn»j2 8 tmm^Lxm i 875^^2 7©^* 2 5 



- 17J52 5 - 1 0 9*mtz 



1 8 



No. 



No. 



25-1 



25-2 



25-3 



O 



0 ? N 




NH 



v 




NH 





25-7 



25-8 



25-9 




NH 



NO, 






NH 




25-4 




25-10 




25-5 



25-6 




NH 



Y 

o 




25-11 



25-12 




NH 
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96 
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97 



2 6 



No. 



25-97 




H 

N. 



25-98 




25-99 




No. 



25-103 



25-104 



25-105 



ft** 






25-100 




25-106 



OMe 




25-101 




25-107 




OMe 



25-102 



To 



25-108 




ci 



^ NH 



ci 
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2 7 



No. 



25-109 




NH 




mmm 6 6 

2, 2-y7^W7Dft>i S- [4, 5-y^DD-2 - (1->T 
77Dh';i/y^DA^>*Mr:^75;) 7x-;b] (it ( I ) ; 

IS4) ±I3^»J 1 9 cDX^g 9 ) hleMiUL-af^ftfeN, N-^y^l,^ 

S- [4, 5-y^DD-2- (l--fV7D^y^DA^ 
1f>^;i/t^7U) 7i-jb] (8 6rag) StfTk^ft*/ U «7A ( 

50mg) Orh7tFD77> (0. 5ml) -yC^y 1 — ;b (1ml) USfe 
A ( 1 Oml) TlfttBLfco CKDfft y> (90/zl) ^Anx.T^'^ 

: mm^)l= 2 0:1) X*MmtZZtiz£i)mmit&V0 (2 4mg, liR$2 
7%) £l#£o 
H»J 6 7 ftg 8 1 
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2 8 



6 6 



6 7 



6 8 



6 9 



7 0 



7 1 



m.p. VC) I 'hNMR (CDC1 3 300MHz) 



NH 



cr 



CI 



NH 



cr 



CI 



8.75(1H, s) 
8.01(1H, brs) 
|7.44(1H, s) 
1.95-2.10(2H. m) 
92 - 92 h.lO-1.75(9H. m) 
1.34(9H. s) 
|0.91<6H, d,J=6.6Hz) 



8.73(1H, s) 
|8.10(1H, brs) 

|7.44(1H, s) 
l.85-2.00(2H, rn) 
95- 96 h.iO-1.70(SH, m) 
1.34(9H, s) 
|0.89<6H, m) 
0.35-0.47<4H, m) 



109- 



cr 



8.67(1H, s) 
|7.61(1H, brs) 
7.44(!H, s) 

2.06(IH, quint, J=7.2Hz) 
110 10.85-1.85(1 1H. m) 
1.36(9H. s) 
1.18(3H. d,J=6.6Hz) 



CI 



NH 



109-110 



|8.71(1H. s) 

8.0K1H, brs) 
|7.44(1H, s) 

1.95-2.05(2H, m) 

1.05-1. 70(1 8H. m) 

1.35<9H, s) 
|0.84(3H, t. J=6.7Hz) 

0.84(6H, d,J=6.6Hz) 



ci 



NH 



116-117 



cr 



a 



NH 



111 - 



8.760H. s) 
|8.11(lH f brs) 
|7.44(1H. s) 
1 2.02-2. 15(2H, m) 
1 .20-1.63(811, m) 
1.34(9H, s) 
0.55-0.65OH, m) 
|0.35-0.45<2H, m) 
|0.01-0.02(4H. m) 

8.70(1H, s) 
8.03(1 H, brs) 
7.44(1H, s) 
1.90-2.10<2H, m) 
|0.75-1.75(21H, m) 
HZ M.36(9H, s) 



cr 



ci 
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100 



2 9 



it*® 



7 2 



NH 



CI' 



a 



7 3 



NH 



CI' 



CI 



7 4 



NH 



7 5 



NH 



7 6 



NH 



CI 



7 7 



NH 



O 



CI 



m.p. (TC) I ] HNMR (CDCI- 



I8.70(IH, s) 

7.92(1H, brs) 

7.43(1H. s) 
1 2.00-2. 15(2H. m) 

1.30- 1.65(1 3H, m) 

1.35(9H, s) 

1.05-1.15(2H, m) 
|0.85(6H, d,J=6.6Hz) 



300MHz) 



101 - 102 



53-54 



8.70(1H, s) 
I7.68(1H, brs) 

7.44(IH, s) 
!2.35-2.50(2H, m) 

1.25-2.05(7H, m) 

1.34(9H, s) 

105-1.15(2H, m) 
|0.88(6H, d, J=6.6Hz) 



9.39(1 H, d.J=2.4Hz) 
8.20(1H, brs) 
7.93(1H, ddj=2.4, 8.4Hz) 
7.530H, d,J=8.4Hz) 
93.0 - 93.5 |l.95-2.15(2H. m) 
1 .00-1.75(1 3H, m) 
1.37(9H, s) 
|0.85(6H, d,J=6.6Hz) 



103 - 104 



8.85(1H. d, J=1.5Hz) 
8.14(1H, brs) 
7.46<1H, d,J=7.8Hz) 
7.35(1H. dd, J=L5, 7.8Hz) 
1.95-2. 15(2H, m) 
1.00-1.75O3H, m) 
136(9H, s) 
[0.85(6H, d, J=6.6Hz) 



77-78 



8.57(1H, d, J=2.7Hz) 

8.06(1H. brs) 
I7.27(1H, d,J=7.8Hz) 

7.08(1H, dd,J=2.7, 7.8Hz) 

1.95-2.10(2H, m) 

1.05-1. 65(1 3H, m) 

1.34(9H, s) 
|0.84(6H, d,J=6.6Hz) 



80-82 



8.38(1H, d.J=8.7Hz) 
7.99(1H, brs) 
7.40(1H, dd,J=2.7, 8.7Hz) 
7.35(1H, d,J=2.7Hz) 
1.90-2.05(2H, m) 

1 .05-1.65(1311, m) 
1.35(9H, s) 

0.84(6H, d, J=6.6Hz) 



WO 98/35937 



101 



3 0 



m.p. (T) 



1 



H NMR (CDCI 3 300MHz) 



7 8 




76-77 



MeO 



8.20(1H, d,J=2.7Hz) 
8.09(1 H. brs) 
7.22(1H. d, J=8.4Hz) 
6.66(1H. dd,J=2.7, 8.4Hz) 
3.85(3H, s) 
1.95-2.05(2H, m) 
1 .05-1.65(1 3H. m) 
1.34(9H, s) 
0.84(6H, d. J=6.6Hz) 



7 9 




55-56 



8.34(1H, dd.J=3.0. 11.4Hz) 

8.110H, brs) 

7.31(1H. dd,J=6.3. 8.4Hz) 

6.81 (1H. ddd,J=3.0, 8.4, 11.4Hz) 

1.95-2.15(2H, m) 

1.05-1.65(1 3H. m) 

1.34(9H, s) 

0.84(6H, d, J=6.6Hz) 



8 0 




97-98 



8.44(1H. dd,J=8.1, 12.9Hz) 
7.98(1 H, brs) 
7.I9(1H. dcW=8.4, 9.6Hz) 
1.95-2.05(2H. m) 

I. 05-1.65U3H. m) 

II. 34(9H, s) 
0.84(6H, d, J=6.6Hz) 



8 1 




94-95 



8.29-8.35(lH, m) 
7.90(1H, brs) 
7.09-7. 19(2H t m) 
1.92-2.06(2H, m) 
1.09-1. 55(13H, m) 
1.35<9H, s) 
0.85(6H, d, J=6.6Hz) 



5 3 4ifeo 
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3 5 



No. 




No. 




66-49 


cr 
J 


) 

NH j 
CI 


66-52 


d 

CI* 


0 

^Nh 
CI 


1 

^ . S OMe 

T Y 

^ 0 


66-50 




^NH . 
CI 


66-53 




D 

11 

NH 

c> 

CI 




66-51 


Cr 


o 

NH j 
CI 


82-1 


CI 


CI 



H^ff] 8 2 

tTX- [4, S-i/truu-2 - (l-'fv^^l/i/i'o^v*;^- 

;ut>* y ) 7x-;i/] y*;i,7 -f K ( I ) ; R= l -fv^^i/^DA 
5-^7pp-2- ( 1 - ^ v^>f ;^>^ D^>*;i/fc;i/7^ y ) 7x 

iilO) N- (4, 5 -^7dp- 2 -pOl/ftr h7x -i-^y^ 
>^l/i/^D^>jj^m =• K (jUIII-2) ; R= 1 ->f y^>^;io 

7p-\^f>;k Xu X4=zk3yF?. x** X 3 =Jg^^, Y = £;i/#-;i,) 
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S- [4, 5-y^DD-2- (l-^V^V^il/^^D^^ItV^jl/*" 
-)ITI J ) 7 x*x;b (4 0 Omg) filfTKKft* U "7 A (18 0m 

g) (Drh7tFD77> (2ml) -^^^-;U (1ml) 2 TO 

Xfl3) ±!BX*§10) tf^fefflMC^^^M^ry F (5ml 
) 1 3 0°CT*2B#p E gmW i Lfe^ J^^tfco C©»g^(Z7jc^*n^, 

; ^^r-9-> : M^f-;i/= 3 0 : 1) T^Mf £ d t (3 <fc mm^S®) ( 
2 0 Omg. J&J£6 0%) 



3 6 







m.p. CC) 


] HNMR (CDCI 3 300MHz) 


8 2 


a ci 


♦ 


8.78(2H, s) 
8.38(2H, brs) 
7.24(2H, s) 
1.80-2.00(4H, m) 
1.00-1.75(26. m) 
0.86(12H, dJ=6.6Hz) 



ttz, mmms 2 tmmt ut^3 b coitus 2 - 1 zmtzo 
mmm 8 3 

2-f !^7hFn7'j;MfJb 2- ( 1 -4 v^>^-;i/->^ 
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D's*$/;K Xk X 2 ^ X 3 , X4=7kmi$Ts Y = ii)ltf-)i, Z = 2 -7 1 h 7 

X*g5) rF7h KD7/U7 'Ji^D7^F ( 3 . 0 g) fiV^^fiKK^ h U 
>? A (4. 13g) 7 7 -;u (6ml) -zR (6ml) 1 7 « 

ccdm^o°ctt% ±mmmmi ltmrn^LzmztitzN- (2- 

7;u#7h7x-;i,) - 1 vsOT-ji^tn^irVytui-ft*?^ h* (3 8 
Omg) Xitf&Mibi- h V ^A ( 5 Omg) ©zk}g$ (1ml) «TU 1 . 

5B#^tt^bfco ^-^;u^sdx.. ^ms&mitf- h u^ATk^M, 7j<^^ea 

f)MMi/'J*^i)7A^D7 h^77^- (MHfW£ ; ^^rl7-> : mm 
x-3-)l=8 : 1) X-mmtZZtlzli bmmik&y) ( 1 2 8mg, W24%) 

fgflfeffij 8 4 

7x-;u 2-^D^b7-;7i^ h' (S (I) ;R = t 

-7^-;Us x.> x 2 s x 3 s x-.=7X^i^^> y = #;i^-;k z = 7 jl-jij-x 

X*i5' ) ^7i;-il/ ( 1 5 9mg) (Dmmtmm (5ml) SSI: hl> 

^^•;i/>-^>-^ (2 0 2 mg) ^ur2mmmks m&Ltzj 

^ 7* 7 * iti£ t h c £ (c J; D j&rt £f# £<> 

&^T\ ±IB«^J1^XS1 i: [51^(3 LTff^ti 7c [2- (hVN'D^ 
;u^^y) 7x-;i/] ^7;i/7^ K (3 0 Omg) (5ml) 

t 0°CTT'i&ft7;U7 'J 71/ (9 7mg) s h'Jx^l/7^> (1^) 
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; y \ 



*V> : »Rx*-;i/=l 2:1) TiltKtiaDUM ( 3 3 7mg 
s Jft*7 4%) §Hfec 



8 3 



8 4 




3 7 





m.p. CC) 



! HNMR (CDCI3 300MHz) 

8.53(1 H, brs) 
8.44(1H, dd.J=1.5, 8.4Hz) 
7.58(1H, dd,J=1.5, 7.8Hz) 
7.40(1H, ddd,J=1.5. 7.8, 8.4Hz) 
7.04(1H, dt, J=1.5, 7.8Hz) 
4.14(2H. quint. J=6.6Hz) 
3.86(1H, dt. J=8.4. 6.6Hz) 
3.77(1 H, dt. J=8.4. 6.6Hz) 
2.96(1 H, dd,J=6.6, 13.2Hz) 
2.84(1H, dd,J=6.6, 13.2Hz) 
1.80-2.20(5H, m) 
1.10-1.75(14H, m) 
0.86(6H, d. J=6.6Hz) 



8.51(1H. brs) 

8.40(1H. dd,J=].5,8.4Hz) 

7.20-7.50(7H, m) 

6.97(1 H, dt. J=1.5, 7.8Hz) 

1.30(9H, s) 



(1) Y±- 'j^HficDi 



fAM (4 0ml) fclMbfcUSA (KBr) SflDXs J£Sd = 1.12 
5 g/m 1 Cii Sgg^ii-^^i ( 2 2 7, O0Oxg N 4 °C, 17 ftfg 
) Jtfid> 1. 1 2 5g/ml©#Ii (HDL 3 ^1) £&8lLfco f#£ 

tifc^WiPB [ 1 0mM(7)Na 2 HPO 4 /l 0 mM©N a H 2 P 0 «/0 

. 1 5M©NaC l/lmM©EDTA (pH7. 4)]T*«bfc„ 
1 0 nMO h 'Jf^S3l/7rD-^ (5 0. 3 C i/mM) £9 5%x* 



y-;i/T-$6¥U ±fBHDL3#IjtC»L&7!P*e^f;:MU 3 7°CT-18IK 
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L.iM(c#ffi-rsi/^>^>Ti/;u h 7 >^7 i7- if (LCAT) cDftffiidJ: D 
x^T^WtSfU MJfMa^l/^f'JMXr^ ( [ 3 H] CE) t LX H 

1 ff/mlfc»flSU $£43iBjfrO#fl| ( 2 2 7, OOOxg, 4°C, 1 7M 
) &*tV\ it!!d< 1.2 1 g/ml0^i4{HRlfc e f#6ftfc#H8*iMgBP 
B S MTriMr U [ 3 H ] CESHHja^HDLi ( [ 3 H ] CE-HDLj, 
it© : 1 . 1 2 5 < d< 1 . 2 1 s Ittitt : 10 1, OOOdpm/nM) £f$ 

(2). 

MAM ( 1 0 0 m 1 ) fcMftJfi* (itffld = 1.0 0 6 g/m 1 ) 
JSU M^M'C^iStt (227, OOOxg, 4°C, 4ftR9) £fri\ Jtffid 
> 1. 0 0 6 g/ml©#H&««iUifco ffie>ftfc#HfcKB r £J&Px., Itffld 
= 1. 0 6 3 g/m 1 f g£)iai^i (2 2 7, 0 0 0 xg N 4 °C 

, 2 Olftfg]) *frl\ JtSd< 1.0 6 3 g/mlO^IW-lfe. 
^ii*Buj£OPBS|g«[T2«fU I D LMLD L 3&» e» & S ^ IB (it II : 1. 
0 0 6 <d< 1 . 063) £f# x 7^t7^-'J^Ififcbfc, 
afflRftj 1 : -f > If h P IZ&V &±M&fy(D CE'T PSteMflUfl 

ifAiit tsB ( i ) r-mtz h »; e u [ 3 h] ce-hdl 

3 M« ( 6 0 0, OOOdpm/ml) MLt» MN-^fJl/tpiJ 

K>i:^uxfi/>yijn-;H oo©i : im&*m&tL, ummmzmm 

Lfco T-f ^Pfa-7tlt^0|»^2// 1 t [ 3 H] C E - H D L 3 
MiilOO/zUiJuU 3 7°CXfcfc4°C7:4D$P H E !-l' >ira^- h Ufco * 
0. 15MM?^y->AtO. 3%x*^ h7>«S«*$trTBS* 
M [2 OmMcDT r i s/0 . 15McQNaCl (pH7. 4)] lOO^U 
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MM (8, OOOrpnu 4°C, lOftffl) ftfjl\ fthtltt&fo±.ffi (HD 

SiM5fc«t©38©fl£T s fi* C E T Prffit'tcoiillg^h bto C E T PfSitCMI^stsj: 

0 <&MM(D I C s „ii ft W ,'tj u fc o 
@£ ft & 3 8 75 M£ 4 8 t ijl L o 

M*4ft0. 5 96^f-;u-fe;uD-^»*fc»i)$#fcgi % lttMttthC 

1 3 0 6 6 0^«C3aiR*nfe35;i£mi5£^flJS!IUfc) C^^f^^f* 
ffl ^T«IP*B! -'i- L fe 0 J»4iwjfttflft4» 6«Wll?#ftM U ifitfJ&'I'O C E T 
Ptfittft FildCD^^tc^oT C E T P iSM-l ft « L 0 

±33 ( 1) Tftfc K*- UtfM ( [ 3 H] CE-HDL,, 0. 2 1jug<DO 
U*yp-;u£Mt) fc±S0 (2) T-ftffcT^-feT^-'JtfM (21//g©Dl/ 

BSii[10mM®Tris/0. 1 5 MCD N a C 1 ( p H 7 . 4 ) ] TM: 
ft 6 0 0 ^ 1 i ~ L Aco * d ^ i -7*ft 3 7 "CXtt 4 "CT 1 5 B$ 

RSlO^i^-hltt, /K^TBSjM (4 0 0 &l>"0. 1 

5M©JfiftT^'>i>Aft^-T5 0. 3%©^* h-7>MM (10'0# 

ftSPA, £<«Ufco 4°CT'3 0«iLfel i£«fr#tt ( 
8, OOOrpnu 4°C, 1 0#R3) ftfrl>> f§£ftfc»ifo±ilt (HDL^Si) 
CDj&WiBtt ft ^> > f - b - v 3 > ^7 -17 > ^ -ft ffl i>T « Ufc o 8S*Hft4 H5©*ffl 

{£©Mft4°Ch 3 7°CTM' >*j-^- h Lfc»l£ffi©l£4 C E T P r£f±£ U 

wm 4 k: «t £> »ij ^ffi © ^ ©Set * * c e t p m$ © i$h 3 * t u t « 

3 8 ;!/3i^4 8 £tt< Life. 
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^3 8 f£i£#!i (c et pftmmttm 




I 



WO 98/35937 " PCT/JP98/00542 



113 



3 9 ttfjfcffi (C E T Pr&MSftffi) 
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i4 0 t&mm (C ET PiSttPIgft-ffl) 









10mg/kg,p.o. 


30mg/kg,p.o. 


100mg/kg,p.o. 


300mgAg.p.o. 


4 4 












4 ^ 


/ 


18 


36 






4 0 


c 

J 


22 


48 








0 




31 






4 ft 


/in 




31 


50 




4 y 


o 




29 






0 u 








- . 




D 1 


10 












Q 
0 




8 








0 

o 










5 4 












5 5 


65 










5 6 






34 






5 7 


41 










5 9 


4 




44 

■ 






6 0 


41 




44 






6 1 


4 




38 






6 2 


4 




38 






6 3 


4 




43 






6 4 


4 




34 
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4 i ( c e t p -®tt&a#fp$ ) 
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4 2 ftfjfcffll (CETPffittlfl#ftffl) 




WO 98/35937 PCT/JP98/00542 



117 



4 3 %&&m ( c e t p ftmmftm ) 




WO 98/35937 



PCT/JP98/00542 



118 



No. l|cETPf£&|fig 
1C X M) 

26 



^44 §£ffc#| (CETPittlBfftffl) 



22 



13 
9 

29 
23 
21 
68 
7 
6 



lOmg/kg.p.o. 



19 



30mg/kg,p.o. 



21 



16 
40 
26 



lOOmg/kg.p.o. 



300mg/kg,p.o. 



35 
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No. 



25-66 
25-67 



25-72 



^45 ttUffll (CETPiStt ffl#ftUfl ) 



CETPiSttlfil 
IQo (fi M) 

35 

40 

27 



h 7>X Vi_7^v^xim^^(7)CETPfSM^2|5 (%) 



lOmg/kg.p.o. 



30mg/kg,p.o. 



1 00mg/kg,p.o. 



300mg/kg,p.o. 
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4 6 tftgfcftl (CETPfSttMflUfl) 
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au 7 tzmm (c e t pfemmftm 



No. 


CETPfSttPlS 
IC M (/i M) 




10mg/kg,p.o. 


30mg/kg,p.o. 


100mg/kg,p.o. 


300mg/kg,p.o. 


66-16 


o 

8 










66-17 


18 










66-18 


11 










66-21 


41 










66-22 


19 










66-23 


13 










66-24 


12 










66-25 


19 










66-26 


8 










66-27 


9 










OO-ZO I 


1 0 








" — • 


oo-zy 


/ 










66-30 


19 










66-31 


27 










66-32 


22 






• 




66-33 


19 










66-34 


22 










66-38 


26 










66-40 


42 










66-41 


25 
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4 8 RB« (C ETPf&ftlfigflUfl) 



No. 


IC 30 (/i M) 


h 7>^Vi-7i>'V-j7 7.lfll|ft4 , ^CETP®'ttPa§$ (%) 


10mg/kg,p.o. 


BOmg/kg^.o. 


100mg/kg,p.o. 


300mg/kg,p.o. 


66-42 


10 










A1 
O0-4j 












66-46 


35 










66-48 


11 










66-49 


40 










66-51 


45 










66-52 


46 










66-53 


15 










82-1 


5 











M^lTUSo tot, I&Mlb I DL, VLDL&tfLD 
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R NH 



X 3 



X4 



(I) 



; \ o y > <b C . - 4 ii? ;u * ;u 

M$ fix <^T *> J: t> C s - s */ 5 n T)i*r - 
t^nti>t* c t^c 3 -ioy^o7;^;i'C 1 - l o7;i/+;i/ 

Xk X 2n X 3 ^ X^P-Xfcfcg&oT^T 

tK^^ ; 

y77 
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7yM ; 

-CO- ; Xfcfc 

-S02-T**»3s 
Zfct 

©**]*£ u < \±mm\®*im$Ltt tuT&acETP raragajo 

2 . R # 

tsb** Mfct"n 5 1^14 ah© H&ag-e nr 4) «t ^ c 3 - . o ^ c u 



C a - 1 o ^ 7 o t 7 ;i/ ^r;i/ C . - 1 u t )V dp;uS N 
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>i * )i mx&mmm -T- , mmm-T'K&ft&nmj-* 1 M3ints 5.73/5 6 mv> 

c , - .. 7 ;u □ 3- ^ ^ 

c 3 -i«i/i'D7;^;^^^^^H, 
c 3 - . 0 '> v* d c . - . D tji n 3- v ^ ?• 
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[5C*n Xk Xzx X 3 x X4&VYtt*ft*ftflt#JH2 titt'^Os 



3. 



( I - 1 ) 





(jfcEk Rs X.; X 2 , Xas X4SU r Yli^n^nHufBOtfe , 3T$)§) ; 
- Y iR i 
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-CO- ; Xtt 
-CS-T-&»K 
R.tt 

gfil^iiT^T4)«t^eilX{±^«tt©Ci-io7;p^;b: 
:& £ *i x v > T & «fc v 7 ; i/ * ; i . 

Ufe£*lTl>Tfc 5 ^1 6 i©^r D 7 'J -^T^+^Stfe 5) ; Xtt 
- S -R 2 

:&£nT^T&<fc^Ci-Wft$a7;i/*;i/S ; xii 

X&*®**n«fcg b < ttiiffift^^M^i: LT&£ C E T PrSttPi 



4 . R . fr* 

TE<Pe»atfixai75S3ffl©gJftST'ffltll*nT^T*J:^ii«X«±^ftttO 
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7 */ ;i<* ft # 1 5 7" ;i/ ;* * 5 



7 yJKIBR^ iS^^^Xfi^M^^^iili'ns^P^ >J^^T-@^^n 

0.-^7;^;!/^; 



7jC 



3 - 1 o is >7 D T)V*)l C i - 1 o TJl 

C 3 -ioy{'D7Jl/^H, 
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7 yjMl^ ^^^X(i^m^^F*^M(i*n2)^D>f>J^^ 
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m?, mmm^Mtfamm?* 1 3 mta- z 5 755 6 mommm 
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5. [2- (tv\-D-f;i/7^ 7 ) 7x-;u] ^7;b7-f K ; 

£7- [2- (2-7DtM>^^^7^) 7i-Jl/] ^X;i/7-f b* ; 

trx- [2- (i-^;k>^D^>ybi^-^7^;) 7x-;u] ix7s;u 

7^ F ; 

[2- (l-^V^>^by^n^>^>*M-;V7^) 7x~;i/] 

t^- [2- ( i v^>^;i/v7D^^rit>*^^-;i'7'^ y ) 7 x-;i/] 

N- (2 -^;i/*7-h7x-;U) -2, 2--^^fil/7Dft>7; h* ; 

N- ( 2 -/OI/#7h 7x-;u) - 1 y<>^l/>>^^^^^ 

5 K • 

N- ( 2-^;i/£7h7x-;i/) - 1 -y^;w>7D^*it >#rt/#*tU K ; 
N- (2-^W7h7ixji/) - l v^>f-;i/i/7D^>^>*;i/^dp-tt 

5 K • 

•N I 1 

N- (4, 5-^7PD-2-y;U#7h7x-;i/) - 1 -4 y^>?-;i/v7 □ 
N- (4, 5-^7pd- 2 -y;b*7h7x-;i/) - l -4 y^>^7i/v7 o 
N- (2-^;i/*7h-5-^^7j-;i/) - 1 ->T V^>^;i/v7 O^drit 

N _ (2-y;i/*7h-4 -y^;i/7x-;u) - l -4 D^+f 

f-#B£$S S- [2- (l--fV^>f^>7PA^>*;i/t;r^7;7) 7 
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2, 2-y^^WDW>| S- [2- ( 1 -^;U^D-N*-9->;fr 

7x-;i/^«g£ S - [2- (t/\*D^jl/7^;) 7i^j i^ril/; 

2, 2-y^W7Dft>8? S- [2- ( 1 VOf^y^DA^ 

2--7-fe5 L ;uT^y-3-7^-;u^7}-7-Dfc:^>^ s- [2- (l-^y^ 

>f-;bv7 n^*y->J])iX-;iT ^ 7) 7x~;b] ai7^;U ; 
S-f'Jyyf^AM^l S- [2- ( 1 -1 7^>5 L ;i/i/7P-\+1t>* 
;b^-;b7 7 ^7) 7x-;b] x^ril/; 

7pd^^M S- [2- ( 1 v-o^^v^D^^rf y*;!/^-;!,^^ 
7 ) 7 x i^r;i/ ; 

7 l^v^g^i? S- [2- ( 1 -4 v^>f-;bi/7o-\^it>^;i/^-;i/T 
~ 7) 7 x -;u] x^tJI/ ; 

^7Dft>i S- [2- ( 1 V^>^;i/S/7n^dr-t»->^;b^-;i / 7' 
^ 7) 7x-;i/] x7x;U ; 

^xMyf^i S- [2 - ( l --r v^>5 L ;uv7p^^rt>->*;i/**-;u 

3P ~ 7 ) 7 x xXri^ ; 

2-^;^t7Dtt>i S- [2- (l-^V^>^y^DA^>i3 
;i/^-C-;bT^7) 7^-;b] x^rJb ; 

4-^DD7x^->ftli S- [2- (l-l'VA>^yi?D^> 

f>7P7P^>^;t£;u^>@£ S- [2- ( 1 -^v^>^;i/i/7P^^ti-> 
2 7 - 4 -#;wve ^;i/?-;t7>u;H£ s- [2- (1-^fv 

^>f;i/y^DAap+t>^;^x;i/7^) 7x-;b] ; 

2-t KP^rv- 2-^^;Uf-^7-pb'7)->ig S- [2- (l-^v^>^ 
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2, 2-^^fW7"Dt^>i S- [2- ( 1 --f V^7^;1/:>7d^> 

f-tfftK s- [2- ( l VA.>^-;i/j/^D^>^>3b;n?-;i/r 5 7 ) 7 

2, 2-^^fW7D^>i S- [4, 5 -^DD- 2 - ( 1 --f V 
2, 2 - 2/ 7* n S - [4, 5-v7DD-2 - (l--f V 

2, 2-^>tf-;i/ftroM>a s- [2- ( l vo^i/S/^D^* 

o-^^-^^-x^ji/ s- [2- ( l -^v^>^;i/^7o^^rit> 

y^-^JStM S- [2- (l-^f;^>^D^>*;i/»7U) 7x- 
;u] x7x;u S -7 x -;bx77 L ;i/ ; 

N-7 x^u-^^wu >@& S- [2- (l--fv^>f^i/^D^> 

^;i/*--;|/7'^ ^ ) 7 x~;u] i^ril/ ; 

2, 2-^^Wt7Dt^>^ S- [2- (^A*D-r;uy^ 7) - 4 - h 
'j7;^D^fjl/7i-Jl/] J7r^; 

2, 2-^^W^7"DW>i S - [4, 5-^7no-2 - (l-v7 
D7Dt;i/y^DA^>*jbfcJl/7; 7 ) 7 i-jb] x^r^ ; 
2, 2 -^^^-;i/^^7Db'7|->^ S- [4, 5-^7DD-2- (2-y7 
D^y^roM-;!'?;;) 7x~;i/] I7ril/; 

2, 2-J?^Wt7 , D^>fi S- [4, 5-V7DO-2- (1-^7 

^;i/i>7D^1?-7#;i/#— JUT^ 7 ) 7 x x7x;i/ ; 

2, 2 -^77U?-;*7Df:*7i£ S-[4, 5 - ^7 O D - 2 - ( 1 - > 7 
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2, 2 -y/*yi/f-*:/D tr;*->B£ S- [4, 5-^7PP-2- (1— 
2, 2-y^Mt7Dh't>i S- [4, 5 - i/Z D p - 2 - ( 1 y 
2, 2-^^f;W7Dtt>^ S- [4, 2- ( 1 --f y 

^>^-)iiy^n^\y^yti)i^-jiTl 7) 7 x i7r^ ; 

2, 2-^^f;W7DW>i S- [4, 5 -v7PP- 2 - ( 1 y 
2, 2-y/f;i/f^7DW>i S- [2- ( 1 ->fV^>^yi'D^ 

y ) -4--hn7 x-;i/] x7>^;b ; 

2, 2 -^^^;U^^-7-Df^>iJ S- [4-^7^-2- (l--f 

;i/^7P^+J->;fr;i/*"-;i/7 =; 7) 7x~;b] zlx^-ji; 

2, 2-y^JW7DW>i S- [4-7PD-2- ( 1 --f 

;ui/7D^\^r-9->*;b^-;i/^^ 7) 7 x-;u] x7^;b ; 

2, 2-^^Wt7-Dft>i S- [5-7PD-2- (l-^y^>^ 
;Vy^D^y*M-il/7^) 7i-il/] iXr^ ; 

* 

2, 2-y7fJl/f^7"D^>i S - [4-7;i/^P- 2 - ( 1 y^.> 

J-fri/Z n^*y->t))l#-)l7' = 7) 7x~;i/] x;*? 1 ;!/ ; 

2, 2-^/fW7D^>i! S- [4, 5-^7;u^P-2- (l-^f 
y^>^;i^>7P^*t>->#;i/*'x;i/:p5 y ) 7xx;i/] x^fJl/; 

2, 2-y7fW7Dtt>S S- [ 5 - 7;i/#P- 2 - (1-^7^7 

^ L ;u^^P^^rit>*;i/^-;i/7 7 ^7) 7x-;i/] x7x;u ; 

tf7>- [4, 5-i>'7DP-2- ( 1 -A V<>3-)li'>7n^*y>ti)lX-)], 

2-fh7tKD7'j;Mfii/ 2- ( l -^y^y^v^p^-tf-yft;!/** 
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-)IT $ 7) 7x~;l/ K ; 

N- (2 - /;i/^7*h7x-;u) - l -ifji/->^ p^+^^^+U h* ; 
N- (2 - ^;b*7h7x^) - l -7*d t , ;i/^7P^^r-9->*;u^^rit^ h* 

N- (2 -/;i/*7h7xrj|/) -l-7f^y^n^>ijJbmU'; 

N- (2-/;i/*rh7oi-;b) - l -^y7^;i^>7P^*it>£;b#*-9-5; 
K ; 

i/?n^iry-y3-*t))\/tf>m s - [2 - (i-'fy^>f;k>^D^it> 

S- [2- ( 1 ->f V^>f^y7 P'n*-? >£;b**x;i/7* ^ 7 
) 7 x~;u] x7rib ; 

5-ft;i^*:>^#^>7>^ S- [2- ( 1 7^>^-;bv7P^+it> 
^jl/tf-^TS. 7 ) 7 x x^yJl/ ; 

S- [2- ( 1 --f V^.>^;U^7P^*-y- >*;i/#x;i/7£ 7) - 
4 -7f-;i/7x-;i/] i^rJb ; 

£7- [2- [1- ( 2 -x^;i/7*^;b) y7D^t>*Mrji/?^;] 7 
x-;U] yXil/7 -f h* ; 

N- (2 -/;U*7h7x-;u) -1- (2-x^;i/7?7l/) y^D^Ify* 

jut**-* $ K ; 

2-7^;i/M7'P £;t>g£ S- [2- [1- (2 -x^;U7*^;i/) v7P^ 

^■9->*;u^*-;i/7*^ 7 ] 7x-;u] i^t^; 

2 - ^f;W7D s- [2- ( l -4 v7f-;bv7 p^*-9->ft;i/ 

7n~;i/T^7) 7x-;U] x7^>>l/ ; 

1 - 7-fef ;i/t'^'Jy > - 4 - f^*J^*>i S- [2- [1- (2-x^;u 
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t;-;v7;;] 7x— jc7^;b ; 
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g2SS±aF&U§3ffis X(i^cD7j<W^b< ttfci£*D&£W&Elc#i: C 
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18. tx- [2- ( l -^;u^D^*-t>->#;]/#-;i/7^ y ) 7x-;t/] 

K7>- [2- (l-^V^>f^y^D^>^>*;i/^-;i,7^) 7x-;i/] 

t^- [2- ( l -4 v^>f-;i/i/^D^+-9->*;i/#— ;u7^ j ) 7 
^7^7^ Y ; 

N— (2-/Jl/*7h7i^) - 1 -4 VOT-fri/pU^*? 

N — (2->;i*7h7x^i/) - 1 -T^l/i^ D^*-9->A;^^r-9- S h* ; 
N — (2-^;i/3brh7x-;b) - 1 ->f V^>^;i/^^D/<>^>*;b^^r-9- 

N — (2-;<;t/:Jb7b7x-;i/) - l V7D k;^>^d^>*;|/ w 

N — (4, 5-y^DO-2-^;i/*7f7x-jl/) - 1-^ VA>f;^>i?p 
N- (4, 5-y^DO-2-^M7h7i^) - l -4 yo?-;i/>>£ o 
N- (2-/JI/A7h-5-^^7i^) - 1 v^>3-)l*/ fin's* ? 

N- (2-^;i/*7h-4-^f;i/7i^) - 1 -y( v^>3-)\,i/t?u's*y- 

S - [2- ( 1 - -f y^>f ;vi/^D^^>*;v5t?^7^) 7 
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2, 2-^^fW7Dft>i S- [2- ( 1 -/f-fri/tU^lr-y-y-h 

2, 2-y/fW7Dt^>i S- [2- ( 1 W V'O^Uv^D^if- 
lty^l'tfxi^T^ 7) 7iz;H x7^;U; 

2- 7tfil/7U-3-7xzm7DW>g S- [2- (l-^V* 

3- t:>; v>^£;i/*>ig s- [2- (i--fv^>f;^>^D^it>A 
^DPf« s- [2- ( i v^>f;k>^DA^>*^-;i/7^ 

7 ) 7 x x^rJl/ ; 

7 h^v^M S- [2- ( 1 -4 VOl-Jli/t? u^*yr>t> frX—fr? 
* 7 ) 7x~;b] xXrJV ; 

ft7Dt^->g| S- [2- ( 1 - >f V^>f ^i/i' P^-9->*M-;i/7 
=. J ) 7x-;u] xXt^ ; 

7i;+y^ffl s- [2- (i-^v^>f;^>^DA^it>A;i/^ 
txj) 7x-;i/] x7^;u ; 

2-^^;b^^-7Dt:^->ig s- [2-(l--fv^^n^>i 

7x~;i/] i7r^ ; 
4 -7PD7xy *i/J-*ffim S- [2- 
*^-^7^y) 7x-;i/] x7r;i/; 

^^D7DM>ft*M>i' S- [2- (1 --f V^>f-;P'>^D^^F-9-> 
j!j;i/^;i/7vy) 7 x x7r^; 

2 -T-fef-^i/T^ y-4-ft;w\-^-f;u^;d-7^'j;i/i2 S- [2- (l--fv 

^>^-;i/i/^D'\^^>*;i/.^ — 7) 7iXJb] x^rib; 

2-t b"P3^>- 2-^Mt7'D^>i8 S- [2 - ( 1 ->T V<>?)1 

>>7D'N^r1^>*;i/^-;i/7'^7) 7xX^] x7t^; 
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2, 2-^^W*7"D^>S S - [2 - ( 1 --f 7^>?7l/v7P^> 

S- [2- (l--fV^>fJI/y^o^>^>*M;-;i/7^y) 7 
2, 2-y^^W70t:^>® S- [4, 5-v7PP-2- (1-^7 

^>f;i/y^DA^>*;^-^7; 7) 7 x - jb] :n 7,5^1/ ; 

2, 2-y^^W7"DM>® S- [4, 5-:77PD-2- (1-^7 

2, 2-y^f;wrnM>i S - [ 2 - ( 1 - 7^>f7l/:77 D^^f- 

•9->*;i/^-;U>'^ 7) -4- h U7JWD^fJl/7xx;i/] a:7^;i/ ; 

0-/^;ux7^;u s- [2- ( l --f v^>f;^^DA^> 

S- [2- (l-/f;i/y^DA^it>*;i/^;i/7^y) 7xz 
x7nx;1/ S - 7ix;i/x7r;i/ ; 
N-7xx;WAiWU>g S- [2- ( 1 -4 V^>3-Jl>i/>7 u^Vy 
jjfrtf-jl-yi;) 7ix;i/] ^7.^;i/ ; 

2, 2 -i>*7^;i/^^-7"P fc.-;*>@g S- [4, 5-v7PP-2- (1—77 

■ 

2, 2 -v^^l/^Tt-rD M>gg S- [4, 5-S/7PO-2- (1-^7 
fjbyi'DA^>ij;i/t;xjb7U) 7x-;i/] x-X^Jl ; 
2, 2 -^/^-^f-^7Pfpr>^ S - [4, 5—7 7PP-2 - (1-77 
D7D \^)iy.^)lt/^n^^yti)l^-)l7^ 7) 7x-;u] :n7^;i/; 
2, 2 — T'T^l/^rp £^7gg S- [4, 5-y'^DD-2 - (1-77 
D'\JryJMf;i'y70A*1t>i3;i/«7;y) 7ix;H xxfib; 
2, 2-y7W^7 , Dt^>i S- [4, 5—7 7PP-2- (1-^7 
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2, 2-y^WtrnW>i S- [4, 5-y^DO-2- (l-'fV 
2, 2-^/f;i/ftrDW>i S- [4, 5 -y^DO- 2 - ( 1 --f V 

2, 2-y7f;^rDW>^ S- [2 - ( 1 D'^4f■ 
-t^>£;^#:=.;l/7 , S 7 ) -4 h D7i-;b] x^t^I/; 

2, 2-y7f;W7"PW>SI S- [4-y7/-2- (l->fV^>f 

)li/2n^*-y-yh)ltf-Jl7 7 ) 7irj|/] x7^;i/; 

2, 2-v7fW7DW>® S- [4-^DD-2- (l-'fV^>f 

2, 2 -v^Wl/f-^T'D t:^->gg S - [5 -7 uu- 2 - ( 1 -4 v^>f- 

2, 2-y7f;W7Dt:t>i S - [4 -7;i/tfn- 2 - ( 1 --f V^> 

2, 2-^7fmrnW>» S- [4, 5-y'7MP-2 - 

V^>f;i/y^D^>*Mx ^l/T'^y) 7xxji/] i7sfJi/; 

2, 2-i/^f^7"DW>8 S - [5-7MD-2 - (l-^W 

t7- [4, 5-^7dd-2- ( l -4 v^yT-frispn^Jf-y-ytuiX-ft 

y ? 7) 7ix;i/] ^7x;U7 4 h* ; 

2-r h7tpD7"j;i/^fJI/ 2- ( 1 - 'f V^>f^y^D^it>i?;^ 

^7)7 x-;u i^7;U7 >r h' ; 
N- (2-^;b*7*h7x-;i/) - 1 -x^^y-D^-tfy*;!/**-^ K ; 
N- (2-^;i/*7*h7x-;i/) - 1 -7Df;i/y^D^t>*M^if^ K 

N- (2-/;i/*7h7ix^) - l -7"^;i/:>7 p^*^^***-^ K ; 
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N- (2 -^;i/*7*h7x-;b) - l - ^ V. 7 u^*Vryh)\,-#*V ^ 

S- [2- ( 1 V^>fJ^^DA^>i3j^-il/7^ 7 

5-*;i/#3rS/*-:fr'^>*>K S- [2- ( 1 -*f V^>^^Da^> 
£;i/**-;b:p^ 7) 7x-;i/] x;*-r;i/ ; 

f-af-Wffi S - [2- (l-<v^>f;i/>>^DAdpt>*;t/^7^) - 

[2- [l- (2-3if-;u7^;u) ^?P^>*;i/**-ji/7^] 7 
x -;i/] :/7;b7 -r K ; 

N- ( 2 -^;i/£7h 7j-;H -1- ( 2 -xf;^f;i/) i/^PA^>A 
2-/^l/ft7-Dtt>i S- [2- [1- (2-x-3-)\s7.3-)\,) ->7D^ 

+-y->*;i/^-;i/T^y] 7x-;b] x7^;b; 

2-/5 L J^t7 , Dt't>i S- [2- (l-^V7f;i/^^DA^>^b 

1 - -F-kf-JlW) - 4 S- [2- [1- (2-xf;i/ 

S- [2- [1- (2 -ai^;i/7^;U) 
$ 7] 7 x -;]/] iXfJb ; 

2, 2-y/fJW7Dl^t>i S- [2- [1- ( 2 7*771/ ) > 

^ h^yfM S- [2 - [ 1 - (2-x^7fjb) y^DAJpt>M 
#-;i/7;;] 7x-;i/] i^rJl/ ; 
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